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m m 

^ummt^tii!)^i^r)m'r'^m\i.<Dm'f'izj:-oXfSiy)iL'z>x\r^^o ufj^xh^^'L- 
ffi)mkP\^^r:ioxi^^^<Df)^mikn. mzoy/^mx^^o ii(DU>A°^«BU 

mmz^^x^. :Ln\z^m\^x^w^wM't^o 

Tmi^\%. CD (Cluster of Differentiation) 

4'7-:^-^wb, ^\z^wM^(Dm^'^n^<D^u^^^<omm\zm^T^^)v 
A-TSflna {^xr. Th <i:«H«£-r^) . ci>^-^-ti-^m\^. ^E\zmm,^^^ 
^^mrmmmm^Tmm ctc missi^tu >/ii* (cytotoxic 

T 1 ymph o c y t e) . ^'y-Tmi^t.-hmttl^. £^T, CTL tfS^ 
't^^mmMM'^^'^W CMHC : t: ht3*5^iTttt hejfaS^trCm (HLA) t 
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■rSCTL<&^«:^ (ex vivo) T'^«L;rc^, L < «l^#^tT^D-r, 

o m^it. mm'Ev^Mzii\^^xm'i^^mmm^'y^)i':^mm:^^z^mmizMvx 

m^f,i^m^X$>^Z.L:fy^9iikm^nx^^^ m^it. Creenberg, P 
D. W, 1 9 9 2 ^^^f. Advances in I mm u n o I o g y 
RUCReusser P. ms^. Blood, 1 9 9 1 Vol- 78. 

No. 5, p 1 3 7 3-^1 3 8 0) o zL(D^mf^xncTL(Dmm^m^mm^ 

±^<D^z):f3im^f^mmmiz^i^x. mmmm^n^rcit^>\zit-'&m£K±(om 
mw:<Dmmmm^v >/'^'mt:^-^-r^£''^:fy^$)^o tf^t:>'^. ex vivo-c 
z.nib<Dmm^^mmmizn^:Ltf)^miz<ommx$>^iz\^^^^o 

c T L (Dmmnm^^m^m^^mi^^^rsmmr^rctbizu. c t l tco v>t 

mmt=¥^-mm CLAKmm ^m^^^mi^f^^mm mxit. Rosenb 

erg S. A. fm. N. Engl. J. Med. 1 9 8 7^. Vol 

2 
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. 316. No. 15, psss-se?) , ia;^^(D-f >^—u^^y-2 ( 

IL-2) J&fflV^T^^L^cM^SigaU >/1^ (TIL) l^^S^^^feiSi^ti 
Rosenberg S. A. flfi. N. Engl. J. Me 
d. 1 9 8 8^. Vol. 319. No. 25. P 1 6 7 6 ~ 1 6 8 0 * it/^H 
o M. 'ft!l9^. Blood, 1 9 9 3^, Vol. 81, No. 8. P20 
9 3 — 2 10 1) ifi^^tVX\>^^, 

L- 2 (^?iJAJ^, R i d d e 1 1 S. A. ft&4^, J . I mmu n o 1 
1991^, Vol. 146. No. 8. P2795~2804),feSli 
«JrtCD 3^y i7D-:h;i/tit{2j: (^CD3mAb) t I L - 2 $rffl V^T, -^-tl^ 
tlCMV#^e*jCTLi7D->S:^|?|t;^ce,tJ^(c:;*cSJ$^f Gr 
eenberg P. D. ^dll^. J. I mmu nol. Methods 
. 1990^. Vol. 128. No. 2, P189~201) tm^-^tVZ^^ 

$e,tC, fflE^iiF*B^9 6/^0 6 9 2 '^^n^^'yVv h{'«REMJ* (r a p i 
d expansion method) d^PB^^tlTV^^o il©R EM^«, 
tn:l^i|#SWCTL43«tOT„ ^^OTjaBfla(0«!I»SSffl^^^ft1Ttim (Exp a 
nd) $l3-?>:^^"e*S. o*J9, ^>!r<7)TifflIlia^o->Srii9S$-li:T:^«©T 
M^&Ji^^tgT^O. tn;CD3^^, IL-2, Mti^'tC^S^^MI^ {Ccfc D iiM 
tt$r>^< LfePBMC (peripheral blood mononucl 
ear cell, nX^MM-msm) ^rx^Xr^^-f >- A'-;!.^^;!.;;^ (E p s 
tein-Barr virus, t;^TE B V (hmS-f) ^^Mt <£ffl ViTtal^ 

c T L |gc ^ iiUn $ -fr s <i: 7&5#ii-r * ^ . 

SI^^W^9 7/3 2 9 7 0#/1>7U";/ h tdttBfe^R EM^dt^^^ 
*1T*5 0. ^^:^^«PBMC<i:ttESiJ$nSTaB»J»Cfi£^<&^i^'r-5^f^L 

3 
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m^mo)^ y^-a^ 2 U-^z-/^- (IL-2R) »c^'&-r^ei<hfcJ;D 

^^^jiM^Tafe^o cTL(Dmm\z^\,^xi^. m.m\z^^mm\zm^n 
^ :in e> u >/m ^i^mzi^i^xw::kmmr ^mz itrn'^stm s tz itstm-^^ 
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^^nxii-So ^(D\^ ^-i >mm\t7'D\z^\f<=>nx^r) ij^-f^ mimmm) 
. ^fc^or B. ymi§&n^iz\,t3mm(Dmi^<D^n^^^^nx:^o . cine)^@2 
M(DmMvx±mm^-^nx\^^^o 3mm<Dmm<^^mitim, i im. i i 
imtrntn, jkd^-^. i i i^^r^y®?^*? i~9 eeoT^y^j^a 
T-i^fiE$nT*5D> z-nibcoys. ymnm(D-'mimt 1 7 -^4 o%x$>^o 
::^p^-i5'^>4'ic«i 4<D I I imo^mnfj^w^-r^^^. ^(do-^. 8#s, 9 
#B, 1 o#s a^y. ^n-e'ni ii-s, iii-g, iii-io tm-t 

III-12, III-13. III-14 t^-r^o ) u yf^-^ h 

;*-r>t3-^W$nTViS, I I I - 1 0 fwttVL A (v e r y late 

activation antigen) - 5 jg^^J^d^'^^nT:^ D , 31© 
i3 7iB^JtARGD ST^-S. ^fc. ^/^U H^-f ><DC?j5j^#JtCf3: 1 I I 
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ane F. Momer^. 1 9 8 8¥^fT. FIBRONECTIN, A 
CADEMIC PRESS INC. , Pl~8, Kimizuka F. 
ms^, J. Biochem. , 1991^. Vol. 110. No. 2. p 
2 8 4 - 2 9 1 *5<krXH a n e n b e r g H. ms^. Human Gen 
e Therapy, 1997^, Vol. 8, No. 18, p2193-22 
0 6) „ 

ig^n-Si^flafiWtiU >A°3^iLT«, :7^yn^>^^>, ^<Dy^^^>h^ 
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ti-5o mm^mm^^ti^xit. ->^-i/, y^xu^ftitz-^y^/^mm^n. 

^JSri!>7a:< l•:P^^T73:S5^?^J^y^HT^feoT> MIB^J^'J^y^^ K (m) 
<hl^i^fj:«lte<£:W-r55}^U^y^H (n) 75»«0!|^$n-5, y ^ ':/n:^^^^>(Dy 

(a) mmmti^m<Dmm^tmm^mmmiiz:iiif^^mmmt<Ditm^^. ic 

el lycm^—SxlO^ eel Is/cm^ T*-?), *5«kD^/*7tH 
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(b) ^m^^^(^^^'^<^W^(om.Wfi^ 1 c e 1 1 /mL~5 X 1 0 ^ c e 
1 1 s/mLTfe-S, 

(c) mm^mt&^<Dm^(Dmm^^2 x i o ^ c e i i s/mL~ i x i o » c 

e 1 1 s/mLT^S, t)L<tt 

10^ ce 1 Is/cm^—lxiO^ ce I 1 sXcm^ T*5», 
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o 
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(1) ^mm\z^m-^n^y-( zf 0:^-^9^ >. ^^zs^<Dyy^)^>h 

>:iQ^'(S^(Oy ^ ^ ^yVkt. mx.\t. JV^y^y—y^^ E. ^ CRuos l a 
hti E. , et a 1 . , • • A'-frtPv*;!^ • 'Jr^;^ h 

U-(J. Biol. Che m. ), ^256 1114^, ^7277~ 

7281M (1981) D oM^tcs-ip'^r, ^mmm(o(^mf)^ibnmmzmntii 

^ ya:^^^^>^rz\ty^zrn:^'^^^>y^^yf^>htit. z.n^i)^^mzm'^ 
izy ^yu^^C^^yt-'m\z^^-t^^(0^>n^m^^n^\z^'^\^x^^t^^^ 
z.t^mi^-r^o lLU(Dy^':fu:^^^>^^xS^<Dyyif^>V\t. ^n^ti 

^^^ifi. :^^m\z^m^n^y><':fu^^^>tvx\t.. :^^m<Dmm<Dmw:'& 
itmmmoy ^ yu:^^^><Dm'^. mmB'^\^^^>(o±miz^^-t^ED- 
D-Aiimtn^mm^!R:^\^x^^^zLizt)m>^nx\f^^f)U z.co^'^tiitia.m^ 

^(Dy^ ':/a^^^>h:^^m\z^m-r^:itt)^x^^o 
:^%m\zm.mx'^ ^y yu:^^^ ^yy ^ V . t^^n\zw^y ^ ^ v 

(D^mzWt ^^m^'^mt. ^^Vi^ F. e>CKimiduka F. . 
et a 1 . , v^-^—* • • /'^^^^^X h U— ( J . Bi'ochem 
. ) , II110#, ^284~291M (1991) ] , 3 — >yj v V A. 
R. e>CKornbrihtt A. R., et al.,EMBO 

1 0 
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(EMBO J. ) > ^4#, |g7^, 1755-1759 (1985) 
D > iDj^ZS-t^^^^ K. CS e k i g u c h i K. . e t a 1 . , 

hU— (Biochemistry) , II25#, ^17^. 493 
6~494i (1986) ] ^J: 0 y^zfu^^^y 

(D7 ^ yWtW.WZ-Di^^X\t. Genbank Accession No. N 
M_0 0 2 0 2 6 (NP_0 0 2 0 1 7) tC^^^nX^^^. 

:^^m\z^^>x. y^^a:^-^^^>y^^^>htVX\t. m^i-S:. III- 

8 m^m<DM^mmx^-^n^y2,ymmm) , 111-9 m^mo^m^i 
#-^2T'^sn-57^ymiB^j) . I I i-io mmm(D^^mn3xm^n 
^TB.jmmm) , i i i-i 1 (mmm<D^mmn4xm^n^7s.ymmm 
) , I I I - 1 2 mmmcom^mnsxm^n^T^ymmm) . i i i - 1 
3 imm^o^m^m^Qxm-^n^yB. ymmn) , i i 1-14 (mmmom 
^mnrx'^^ti^T^ymmm) . *5<fctjfcs-i (i2^m<7)SB^j#^8"e^ 
$ns7a/®?g2^j) <o\,^'rnti^(Dmm^m0!i'r^7 ymm^\^{i^u< 1 
o^/uT-^ic^Ji^u^^^^h* (m) (miEi#s^) ^> mm^^Tn-fy^<DY ^ ymm 

H (m) (hl^^J^ttltSSrWr'S^U'^y^^K (n) j&««aj^$nSo 

^if^>h (^(ommm-^i^j^^y) tmf^t(Dm'^^<tk^(D:^m^mmvxT 

^J7AX D. A. ^(D:^m CW i 1 1 1 ams D. A. , e t a 1 . 
, ^W^r— (Nature) , ^352 #, ^438~441M (1991) 

] 7&^^sn§. mm:^mt. mmzfu-hiz^^itvtiy^^>f^>h\zM-r^m 

1 1 
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TAX D. A. ^,©^^tc*5ViT, ifflflafctfeAT'\/tu>, 

$ e>lC^W yP^^5^><^r7^^pt> hi:bT«, C-2 7 4 (gB^moiH^J 

##9-r^$n-s7^ y^ffianj) . H-271 (B23?iJ^ogB^j#-^i ot^^n 

^y^yS^SB^J) , H- 2 9 6 (@2?ma)S5^iJ#-^ 1 1 TS^n^Ta y mSH3?iJ 

) > cH-2 7 1 (g2^mc»ge^j#^i 2-c^$n^y^y^g2^j) , ch-2 

9 6 (i2^m(Dg2^J#^l 3 T^^nST 5/ S^K^RI) v C-CSl (g5^m<^> 
ge^J#-^l 4T^$n§y5y^@S^J) > ^^tiCH- 2 9 6 Na (SB^moSB 

±ie<DCH-271, CH- 2 9 6. CH- 2 9 6Na, C- 2 7 4. C-C 

s 1 (D^y ^ y > H V L A - 5 izm-^-t^mik^mT^mmm^ h > ><& 

S3}?U^:^5^KT*^. ^fz. C-CSl, H-2 9 6. CH- 2 9 6. C 
H - 2 9 6Na«VLA-4{C^^-r^^tt^Wt-^CS- 1 ^^T^^^J^U^^ 
^FT35-5. H-271, H-2 9 6, CH-271, CH- 2 9 6*5 

J:t;^CH- 2 9 6Natt^/1U>i^^H^-f ^^WrSTj^U^T'^'KTfe^o 75: 
*3, CH- 2 9 6N aitskmm^(Dy>f':/n^^^^>izmf^mmm'^}^:^-<> 

;&^6C S- 1 ^-CSi-^tr^i^'J^l/^^HT^-S. TfJit^-^. CH-296NaliG 
enbank Accession No. NM_0 0 2 0 2 6 (NP_00 
2 0 17) (cM^$nTVi-57>< :/P^-^5^>(Z>T^ /i!fi23?U<0 1 2 7 0#B<D 
::?^n«J >;!>>^2 O l 6 #e (D7> U^- >*TS:^tf4? 'J h* J: 0 , 16 3 1 

mm<DT7.n^^>^^ib 1 7 2 o^m(Dxu^->izt)rz^m^ (ed-a) 

1 2 
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III-12, III-13, I I I - 1 4) t;:J:oT«fi)c$nTl.i^. HiflS I 

mW^'^^^ (VLA - 5J^-&Mi^, Prol239~Serl515) <h— O 

CD I I I Si@B?'Ji7!>^*^-&l-fe:7^^*p<> hT^^CHV- 8 9 (S2^m©S5^J# 

^1 sT^^n-sy^ y^ie^j) > chv-bo (@2^ja<DgB2?ij#^i 6t^$ 
nsT^y^E^j) . cHv-92 (a5^mogB^j#^i 7 TS^n^T^ /i? 

179 (@S3?>m(DSB^J#-^l ST^^n^T^/^SB^iJ) , CHV-18 1 (S2 

5?im(DSfi^j#^i 9T^$n^7ay^SE^j) ^^^'^j^^n^s. chv-8 9, c 

HV-90. CHV-92 ^-en-Ttl III-13. III-14, III-l 
2<&^tr'foCD-e*0, CHV-179«I I I-13iI I 1-14 CHV 
-181 I I I-12<i:I I 1-13 ^^n^•n^^TVi^o 

©H- 2 7 5 -Cy s (DSSljt:^^* (C^ C:T±t2^:7 ^ > h tCR)^M(07 ^ 7 ^ 
^MJnf S .kDSSiiiBTtgT* -5. 0iJ^t^> H- 2 7 5-Cys (SB^mO) 
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-r>'>, 3. 77.ny^>m. if)U^^>m. T7sn=y^>. 

4. -feU>. XU:m> ; 5. Ui^>, T;U4^::i> ; 6. >'3:zi;UT 

Jis^atE, (i i i) CD 8mi^mm<D]±.m\^±mm> (i v) iSBflafis 
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i) - (iv) <D(.iTn*^o^tg^w-r^>j?'j^y5^H<&, :^mn\z^\^^xmm 

, 1 9 8, 4 2 3 ^mmm(Dum.\zm':^\'^xm^=^^m.^xw^ o mm-r^ 1 1) 
x^^o mxit. ±tB<DH-2 7i (ge^j#^io) , H-2 9 6 (mmmm 

1) . CH-2 7 1 (g2^J#^12) , CH- 2 9 6 (B2^J#-^ 1 3 ) <D^y ^ 

^^>hr<ii^i^\z:in^^ mn-r^yymit m mmmmm\zmm iz fsm ^ tix 

^„ mtz. CH- 2 9 6Na (iB^i#^2 5) i:-€-(DMji^i*tCOI.iTtt^ai<Z) 
(3) CH- 2 9 6NatCOV^T, *5 J:tJC^M««J(C|2a;S tlTV^^. _b|B 
©C- 2 7 4 (i2^J#^9) :7^^^> H«^®i}#|^m5. 1 0 2. 9 8 8 -^a^ 

mmizum^nrz:^miz^K>n^z:tA^x^^o $^tc:, c-csi (Sfi3?"j#-^ 

1 4) >'^^>c>httS2^J|^f|:^3 1 0 4 1 7 8^B^«B#tCl5«$n^;^^J3j; 
Dtt-SdiTS^T^S. ±i3CHV-8 9 (ie^J#^15) , CHV-9 0 (BB^J 
#^16) . CHV-17 9 (ge3^J#^18) (D^yy^^>hit. B^^^Wf-f^ 
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2 7 2 9 7 1 2^BJiaH*l3f2«^nfc:^^{CctO#^c: t^^'T^^o ^Tz. CH 
V-18 1 (Sfi^J#^19) >'^^^>h«ffll^^§a^9 7/1 8 3 1 8^/1> 
:7U>y h»CBB«$n^c^r?*»C:2pi;T^^SC:«t*^T#^. CHV-9 2 (BS^J#^ 

17) y^^^>h\t, B:^m^m2 7 2 9 7 1 2^B^mm^^zsmf^<ikmm9 
7/18 3 1 8n/^>yuy h^#fiiL, ^tii^<Dxmizmm.^rLrc'/5' k 

cniE><Dy ^ ^ ^ > h^fzitzn^y y ^ >^ > ib^mmzmm-r^^^yy 

ypt>h«, T305-856 6 02^a3^*Si)^:3<tirfT^lTS 1 #ilb 1 4^*^ 

PERM BP-2 2 6 4 (H- 2 7 1 ^n— K-T-Sr/^X ^ H Sr^Wf-S:*:!! 
13 ; mHB 1 9 8 9^1^ 3 0 0) , 

PERM BP- 2 8 0 0 (CH- 2 9 6 ^n— K-r-5:/^xa K^^WT^;^ 
m^l^HB 1 9 8 9^5^120) . 

PERM BP- 2 7 9 9 (CH- 2 7 1 Srn— H-r'5:/^X5 K^^^Wf-S:*: 

mm-.mtiB 1989^5^120), 

PERM BP- 7 4 2 0 (H- 2 9 6 ^zi— Kf-Sy^X^ H^iSW"r-2>::^jm 
® ; ^tee 198 9^5^12 0) . 

PERM BP-1915 ic-2 7 4t:n-\i-r^-:fyys^]^^^m-r^±m 

®;^fe0 1988^6^170), 

PERM BP- 5 7 2 3 (C - C S 1 K-T-S ^ H ^{J^WT-S:^!^ 

m-.mttB 1 9 9 0^3^50) V 

PERM BP- 1 0 0 7 3 (CH- 2 9 6 N a Kf-Sy^X ^ H : 

0 200 44^7^23 0) 

1 6 
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PERM P-12 182 (CHV-8 9«r3-Hf KSr^WfS;^ 
mm-.^UB 1991^4^8B)> 

PERM P-12 183 (CHV- 1 7 9 HT^:/^XS K?£:i^Wr'i> 

izmm-.^mt^B 199l¥4^80). 

^Zt'h^^i^n^o :m^<D:Lti)^^. :*:fgBJtC*5(.^Tfi, A^, ^D^l/^CD 
^c'J Wl^tCiJlt'S I L- 2 R®^3^»<D±#. *5j;tXi£:^^M$n^U>/^3^ 

|ff3itc:«l~2 0 0 kD, J::0$ff)S»C«5~ 1 9 0 kD. $ e» jitcti: 1 
0- 1 8 0 kDT^'5. mPLit. SDS-7j?UT^U>»WT5 Ky 

(2) :^^m<Dmmmm^'j >/'^n(Dnm:^m 
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mmi^Tmm (ctd . Misgisuwts^ (tid , NKifflna^d^^tf 

-5. 

:Ji-ibtgS:Wr'5WSKifflJ3at UTH^ 5!5jSl(am^S^i (PBMC) , NKSfflflS. ^-f 

>^^B^<DmmmmiSE'j >/m<Dmm:^mit, y^-:ru^^^^>. ^o^y^^;^ 

1 8 
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iii(D^Wkj:mm.'^(D^m^\z^n^isim^^xstsim(Di^-.^mmm^^mm^mii 

1 9 
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1 /mL~ 1 X 1 0 * c e 1 1 s XmL. ttfMiZiitl cell /mL~ 5 x 1 0 
^ c e 1 1 symL. ^ 1 c e 1 lXmL'^2x 1 0' c e 1 1 s 

/mLwa^^nso ^tz. mm^mzmzmMittK . m'^ommmm^zmm 
•^n^^^^mmr^:it7()^x^^, m^it. 37v. 5%co2 ^o^^t?^ 

:^mM(Dmmm^^'j >/tn<Dmm:^miz^^>xmm^n^mmizitskmi3^ 
zsitm<Dm'^mmm^m^xitmzfsimtrj:<, mmmmii'j>/^ns ^(omm 
mmomm. ^^iz>z-^^uj$.^^m'^i'Xitm^nrz<i>^(D^m^mm-r^:it 
7!)^x^. rzh^iii:inm<Dmm^m:^miiivxmm-r^z.ti!)^x^^o z.n>b(Dm 
mt.^(D^M<Dm}&^^&sf^izmmui^>/^^m. ^^vio-om. ^<Dm<D^ 
^^^/vx\^^x^^\i^. mm\z\%. ii.-2^^m'r^mmi!i^:^nmzmm-^n 
i-L- 2(D^f^^(Dmm.ii\^x\^, ^\zmm^ti.^^f)^^ mx\t. nm\z\t.o 

. 0 1 - 1 X 1 0 5 U/mL, ^Ki^m\Z\%0. 1-1 X 1 0" U/'mL-rfe-S 

e 

2 0 
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mM3 4~3 8i5j;:zs4 5-5 2 tciegcotij D , mmmmmco^ i^xmMii 
mmm^'^^m'r^^ithr'^^o mcD 3m.i^(Dmm^<Dmmtvxit. ^fc 

m^itU\^^f)^. mXitO. 0 0 1 ~ 1 0 0 M g/mL, #{C0. 0 1-10 0 At 

(DJm^ittL'Xit. TB^mmme n^^z^e 2\zmwi(ot^r)izno:iiz^^x^ 
, mm-^nrz\^-x\tTmmmm6 3iij;:zS6 4izmm(Dt^foizi^mr^:iii 

^ttcAtifei^fc, mf$.^^i^i^'^izmmvxm^^^m^(Dmm<Dm^tmm<DWi\ 
^tu^j^oiz. m^izAn^mm&\zMLx^m^<o—^m^^^ifr^<D^^ 

(DXitu^^. mtdmmt. mmmmmizmmmmm^^^<D^mmizmmLxm 
m^n^. mmiiHi^^mmmzm^it-r^m^. mmi^^^mzxnrzmiz. 
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3 1 8^/^>yu^y h. u<bzs\zmf^'ji:m^o oyo 9 i 6 s^/^^yyu^ biz 

mummmmmm^mr^mmmm^Tmmommizm^rm^s^m. mi^^^j 
) - (D) •f}^^mn'^n^mn^mtM^t^izm^^xh<i:i^o 

(A) GD4 4tc:i^^S14^>fr-2)2^K 

(B) CD 4 4 0:ff>}^f)^CD 4 4\zm'^'r^Z.iiiZ^t)^it^n^iy^i-)U^ 

B>iS2CD4 4l'*§-&?Stt^&wr^^K<i:bTJi, fyx.tiCD4 4 •J;?/>H*5J: 
t;^/*^«^CD4 4fct^7&^«ai^$nS. CD 4 4 'J:^>H7&^CD4 4 tCJ^'&f 

ik^mi^> 0S.^m'?'izm^i^^M^-r^z.iiiz^K)f$.mm^^m^m'¥'Uiz'^^ 
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#^ntit^#twji^$n§t)OT«7ici.io :inib(D!^^itmm^izmMiy 
x^^-^^^m. m^&o)j:^rjimmumm\zm^itvx^mvxh^\^K 

-So 

T-siitsrViii, ■^(D^^vtm\i^izm'^-^n^h(DXi-^tji^^o m^it. m^jjt^ 
i^^i^mr^mmzmm^ii^m^. mm^nomm^iztiif^. :*:^B^a>w^ 
^^<D^mm\itwim<D^^ii)m^ntntmzm^'r^h(Dx\ttsiif^^^. m^iic. 

0^V<\tO. 0 0 0 1 ~ 1 0 0 0 0 /X g/mL, J:Oi(fSL<«0. 001~ 
lOOOOMg/mL, $^{Ciff^L<«0. 0 0 5 ~ 5 0 0 0 /Li g/mL , ^ 
tC|tF*b<«0. 0 1 ~ 1 0 0 0 M g/mLTa&S. 

:^^BM<Dmm:^miz^-oxn^nrz.mmmm\^'j y/m^z-Di^^x i l - 2 r(7) 

zx. I L- 2 R^^»«^^<^;^fi, m^it. tfiii^-2Rm.i^^mmvxm\ 

±m<D^ 5 iZs :^^m<D:fjmz^ 0 miE>nrzmmmm\i. u >/n$« i l - 2 r 
(Dmmmf)m^vx\^^?>o 1 h-2Ritmm\:Tmmmm\z^m-r^mmf7'- 

2 3 



wo 2005/019450 



PCT/JP2004/012238 



^ib\z. :i^%m<D:fsmi\z^K>nibtitcmm^^'&L^)>^^n'(:\t,. y^-:^u^^f; 
^(Dy^^:^>v^tM'tn^(Dm'^m<otmuy\zmm> mm^^xsm. 

-5 (CD 81^14) J^flao#«E-r^Jt^*^*iSiVio :L(DZ.t\^. m^\t. 1. CDS 
mzih. ^;i/A-TiilJ3aA*7>X<£rTh l^fCf -5. 2. C D 8 l^lti^flS^SBfla 
T^-S, 3. CD Sl^ttiBBfla^ttS^^t^. hb*-X^7□-1^- 
e>CD8IH4i9BflaS:X>U «y5^{C-rsc:i:?&^-e#S, 4. C D 8 l^ltSBlia it 7&^# 
lidiJi^e, CTL<£^#-rsl^(Z)HfF^J^jia<i:UTCD^ffltC3iLTVi^, 5. C 

D 8 mm&f^ito^pf^x^^mf^nmii^^'c^. cd 8 utt^isit^sri^j^/^t^^'e*^ 

fj:*3, 2^3^B.«®;^miCckD#e.ti;/S:iSifla<g^14'J>A'J^lc:fetj-SCD8l^tti^ 
l!g(7)it^«, !|^tCl®5£-r^'ba)T«;^j:li*^. «ajAtdr*T:CD8^^*^fflLT^iJJt 

^fz. :^^m<D:^m\ziiKimm:^ntimm%'^'±') ynmt^m'^<Dmm,t:'Sz 
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m^^u->it-r^zLnz^K). ^^vrzmmmmm\i^m-r^o >nmtvx 
mm-r^^iihx'^^o ^rc. mm^nrz.mmmma.oy/'^miztfim. ^a-y-r 

T#-5o :i(Dmmmmm') >/^m(Dmm. w^i^mm\z\t. mzmmtuK. 

mmi^mizi^m^n^^n^^mm-r^iit-fy^x^^o Mpiit, six:. 5%co 
\z^^r^z:L-f}^x^^o ^m^ti^mm'p. mmizmm^n^^(om<Df$.^m 

m^f$.^. -rut>t>y^yn^^^>. •^<Dy^if^>h^r:i\t^nib<Dm'^m 
(D#«ET, mm^iz:^i-f^Mmisi.xsisLm(Dm^mm^*^o^m%si±5^m%^ 
mx$>^mm^xmmm^iio >/m^^n^timmmm^^zsw:±mm-r ^ ^ 

^mM(D:^mizj:r)'i^ibn^mmm^^o y^'^mtmm.om&omm^^m-t^ 
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^mmmm^K>(^^mizmm-^n^Gu-csF. i FN-rmo^^ hti^> 
$ nfetam^ >^5^ H - M H c m^w^mm \z^^xm.^mm'^:L}i^x^^o 
u >^-^itrcmi^^'7-ij-tmm^-i^rzWzm2m^^-t!-^ti^y':^o > 

FACS (fluorescence-activated cell sorting) ^^T^Z. ii\Z^K)M^i^ 

^<hiz. :^mm(ommmmiiv>y^^<omm:&m<DnwLti.x. mmmm:^^^ 

m'^(ommmm\iv >/m<Dm±mmxit. ^m'r^mmmzjt-cf;imm<si^m 

, mmtmmmmmmi\z^\-f^^mmm c-rj&t)-^, ^mizmrnvx^^^mi 
mim^^(Dmm ( c mM ] izn-r^mmm mm jiixio«ceiis/ 
cm^ mmmmti x i o« c e i i s ymL&.±<Dmmmx^my)mti^ 

^<t£K). :km<Dmmmmikv>/m^n^^x\zmm<Dmmmm^^r^, ct 
oT, -^mzit. m?Lit. yi^'^fj.mm^mmmi^m^^xmm^mithi^rz'^. 
mm^izi<:^fji:^^-j\^(Dmfi&mmm^^^^^-^^^ %v<itmmmmmmi 

(Dm^m'^iyXf^mmi^^^^omrmo^yjmiz^Ki. :km<D'J >/N-^<£^it-r^ 
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\z. :^^Bn<D:fjm-cLAKmm^tfii:ki^m-r^m^. :k^m<Dmm^mm^uiz 
KM^^tf^c^Ti^^T^^.-^ici^BiiT, :!^mmt4¥n\zmmx'$>^o :i(Dm. ^ 

iti-miz\ity^':/n^^^>yyif^>hf>mmx^^o z.(D^oiz. ^fgHjo;^ 

tt-^i^mtt^'T^m'^. mmmtihmiz^^^Xs tib (a) ^Scty^ (b) ^^^m^^n 
^^^^mrzris.mmhL<iti&mm(Dmmm^m.mvxn^:it:/)^x^^o 

(a) mm-r^mmmmmm^iz^iir^mmmmizici-r^mmmoitmt}^. 

izitl eel l/'cm^—sxio^cel Is/^cm^, <k»5$f3gtc«l 0 c 
e 1 1 s/cm2~ixi05 eel 1 s/cm^, ^izBmiZiil x 1 0^ c 
e 1 1 s/'cm2~5xi0'' ee 1 1 s/em^ X^^o 

(b) m^^<omm<omm.^^. t^miZitl e e l l /mL-S x l O ^ e e l l 
s/mL, <fcOfiFjg»c:«l 0 c e 1 1 s/mL—l x l 0^ eel 1 s/mL, 
^{C^MtcJd: 1 x 1 0 2 eel Is /mL^ 5 x i 0 " e e 1 1 s /mL-T?^-5 
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o 

mmmmmm^<^xnu-o:^^x^^x. mm^^'piz. 'ptj:< hhim<D. mm 
Ati:> mm^mm^(Dmmo:)mm7!)^2x i c e i i s/mL~i x i o« c 

e 1 1 s/mL. tff-m\Zit2 x 1 0^ eel 1 s/mL~5x 10' eel Is 
XmL. $ e>fC$?iStC«2 X 1 0^ c e 1 1 s/mL~2x 1 0' c e \ \ s X 

mL) ^vKitMmm. m^it. mmmmm^ommik^mmmmmm^iz:}^^'^ 

-5^^ffi^«hOJtWl xiO^eel Is/cm^—ixio^cells/ 
cm^ , JffMl^ttl xiO^ ce 1 1 s/em^-SXlO' ce 1 1 s/'cm 
2 , $ ^(CW^jifCfl 1X10^ eel ls/cm2~2XlO' ce 1 Is/c 

) kzm^vrcm^\z:td\,^xh. :$^mM(D:^mtm^ii^titmi'X. ^m^u, 

viT&t. mm(D^-^^i)^±.ii^^x<^t.mm^mm.^<Dmmmm.'^mmm^f^mii 
^^^\z^\-^^mmm^'^mu-^^(j^nw^\z^y^^xmm'^mwL^ 

If'. 2 X 1 0 5 c e 1 1 s/mL—l x 1 0® c e 1 1 s/mL, t> L < ti^flg 

^mm.^<Dmm^t.mu^m.m^M\z^vi^^mmmt.(D}^^t^i x i c e 
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1 1 s/cm2 ~l X 1 0« eel 1 s/cm^ 

mm^mmm^^m^'^iz^<'Z-wttii d . tnizi^^xizmmt^i^mTs^'-:^,-^ 
^<<Dxmh'Z'^tu:bo z.n^\itm'^f^Mmm^mR-r^±xi^^umkmtu 

mmi^tzt^iio. :^mM(D:^mit. i&mmhL<\:i.i&.^^mx<Dmmmm. mm 
mhv< \tWimmx(Dmmmm<D\<^'rrnzhmm'^mtji:^mx$>^ c .tT&^e., 2^ 
^BM(D:&m^m\^^^z:tiz^to. mm^wzmcx^^^mumfi^mmhv<i:i 

^fd. :^fiBM(D:^mizii\,^xit. mmrj.y^-^mmii^i^mT^^iii'hx^ 
-5. mmmwitv >/m^y ^ -^mmt^mm-r^m^izi:i., mmmmii'j> 
As^, y^-iymm<Dmm<Dm^. ^'^izmvr:im^x$>^ziti}m^i^\^K m 
mmm^vxit. mm.(Dmm:^^mmx^^o 

:$^mm<o:^miz^m^n^ y >r -ymm^t. d 3 tn.i^tw,m i^xmmmm 
itu >/ti3i<&^Mb, Tmmu-t:/^'-^mmt'r^'h(ox$>rntfi^[zmmtrj: 

^mmm(Dj^ou^WLxmmm^m-Dtzoxx^m-^n^o y^—'$^mm 
(D^i&^izii\tir:b^mm\-Si{ek^(D:^mzm-DX^^Tnitj:<. m^it. 1x1 

0 5 c e 1 Is /mL~ 1 x i 0 ^ eel 1 s /mL^WiSt?^^, 
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M. A. ^(Bendnarek M. A. , et al.). 
J. Immunol..mi47#. HI 2#, ^4047-4053^ ( 

19 9 1) o src. ^mm7nm^^-t^mm,f)mw.^^m (p r o c e 
ss) •r^mti^m\^x^^^^^\z\^s ^m.mm\z^m^^^'r^z.^\z^Ki. 
^w.i)mmmzi^K>iLi^fixzfu^Ly=^yir^^ns m^^it-^nti^^^zr^Y^ 

HcmMmz^m-r^mm^zf^\^^rzi,tMHC4¥my^ii.<Dmm^zf^\^i)mm 

t^iis :^mmizm^x^m^ti^tfimitmzm^-^ti^h(DXitri< . m^i:£ 

mmiit-t^rctbizit. m^i/txmmonmnmm^rcit'^'i \--^'ii^> (mi 
t omy c i n) m<Dmm\zj:^mm^n^it^^K 

Ktmmtsti^o LAKmmtuom^mmmmiiLxit. mzwim^n^%<Dx 
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€ri^viTt*, 'jk^<o^n^ im?Lit. mmx^. voi. 14, no. 2, P22 

3~227, (1995 ; mm^m. 17, (6),pl92~195, ( 
1991^) ; THE LANCET, Vol. 3 5 6, p 8 0 2^8 0 7, ( 
2000) ;Current Protocols in I mm u n o 1 o g 
y, supplement 17. UNIT7. 7 ^^mj \Z^X\t^^K 

^^•v^. m^it. 37X:. 5 %co2 ^cD^^TT^^-T'S^ii^^-e^'So :l<d 
^mitm"^. 2~ 1 5 B5gsii»s$ns. ^rz. mmrjimmmm'vmmmmm^ 

y^if:^>v^rz\^'tn^(Dm'^m<Dntty\zmm-r^zLii\z^K). ctl. t 

BJJC*3(.iT«. Z.n^<Dmil^(0^mtmmZ:jQ\^^Xy>(Zfu:^^^=J'>. ^(Dy^ 

^>>h^fett-ene.<^?i^#j«r*#$-&, i}-^'Di^^^\z^n^isimi^ntsLm.(D 
u^m^m.f)^o^m%^±.^^m%^m'^h^^m^mmT^m\z\t.mzm^\^ 
f^<. m%^mm<r>mm. mmt\zm\^rz^m^mm\^'zm:mt^z,tifi'T:^^,. 

m\z'D\.^x\^mu:f5m\zm\:^xmmts.^(D^miR-m\t^^^. 
u^. :^mM(Dmmmmi^o>ym<Dti:±mm:ijmz-Di^xit. mmm^^M^ 
mm:^mzi^mt^ri^i^mj^iz^^vx^o. ^ ^^izmm'^ <DsSB.misi.z^sia.m 
(Dm^mm^^^ o^m%^±5 ^m%^mx$>nitmz^M^tf^ < . ±iB^ncD 
'^m<Dmmmm\^o >/m(DW::k^m:^mizii\^^x. ^<Dmm^izmm^^:b0^^ 
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^mmmt, ^ ^iz^<Dm<DiiM(o^^. rztx\t. <ik^(Dmmmm\zm\*^ 
^n^^mm.^. ^^vti^>m (jfjitc^i l-2) . ff\m.<r>^ 

i^^mm&i!)^o^m%]^±5^m%7^^t.u^^'^iz^^xit4\^j^'E.<Dskm'psk 
m^m^^, <i^m(D:^mizmi:^xm7^-r^z:^i}ix^^o mumm^<o^mM<om 
9M^^(o^mmit. :i^ftm(Dmm.on^f)m^ntiittmzm^'^n^h<Dxu 
u<, mpiit. ^mmo:>:^mizi^m-^n^m^mm^(Dm9M^m(D^mmizm 
ex. mmiz^o. ^^-r^^t^^x^^, :^^m(Dmiiii(D-mmn^x 

nib(Dm'^mm^i\L-^ntzmm^mm^M\zmxvxm^-^ti^^m^^^^ 
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?>mmmm i$>^\^^\tmmm) ^^mv. :^mMo:^m\z^K>^^<E,nrcmmmm 
n(Dmm:^mit, mm:^mz^Dn^tircmmmf)^ibmmmmiku >/m^m^ 

mmmm\i'j>/^n^M'^m-r^mmmMm(omi^:^miz-z>\,^xitm\zm^it 

u^^-fy^. mpii^^m<^A^ihmm(Dmmmm±\z^mvxi^^mmmmtfim{zM-r 

uif3(Dmm(D^^miRmzmm-r^:^m'p. yu-^-( h^^-^-^rffli^s^^^ 
?>mmMm^n^zthx^^o m^\t. ^)un-Tmmmm±iz^mi^x^^^ 
—^m<^^^z.thx^^c 

mmmmis^'j >/^nt:mmr^o ^mv>/'^mtm\^mmmmm^^mi^x^D 
. ^mmizt?rz^m^^m'^iK±^m^n'oxhmmmmmii<D^ri;)^(>u\^^t 
^^'D^m^mt^o ^ft. ^^o^\t, mm'j>/'^n^m^iiSi^iiVx^m-r^m 

mm^(D^m\zmvx\^^^o mf-^mmmizai^^xit. mm(D^wjzmi.rzmm 
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mmmrzitmm(Dmi$^. mmm. ^^mmtm-^r^^inz^iommx^^o ta 
fhmm\z:iin^:^^m<D^jy/'^n<D^^m. f^mm<on^m. mm^mmiz 
m-r^m^mt<i^^(Dm'=f^mmm\zu-:>xm'K, ^^x^^o 

'f-^mA'T^iin'^'^^^z^^-r^zt^^x^^o -rtjit)-^. ^mmit. -^o— 
mmtvx. mmim^o>/m\zf^^mm'?-^m^A'r^j:m^'^ib\z^timm 

mmi^^j >/'in(Dmm:^m^mm-r^o t^^> r^^j tit. m.B.'^^mxy^Mo 

>J >/'^mzMVX^3^X^^Z,t^^'>Oo 

:^mm(ommmm^*j >/m(Dmm:^f^. mzmmmmii'j >/m<Dw::kmm 

^^^Bi=f'(r^mx^mz\tmzm'^\tu< ^ <i^m<n>m.^=i'mx:^m\zxKim^ 
t^^(D^M^\^x^m-^^zizf)^x^^o mBi=f-MX(Djimt. mm%m'\&')y 

mm. mm^^xs/i^rc\tWki^^m(D\^'rni}^(Diint.nmz. ^^v^^^xg 
(omzmm-t i>(Dffi. {^m%m<DWi}^ii^(b^mxh^. 

'-^mmi'U^^:^f^<o\,'^-fnhi!)^^mmizi^mxt^. ^nib<o:^monm\z^ 
\,^xi'i-rx\z0<<D:$cmf)^<£km-^tix^^^o 
mz'y-rjv^^^^^-izit^izm^itfjiK, ii^, m&'i'mx:^mzi^m^n 
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isik^^m(Di:mz^\^^x^itB.'f-mx^nuo(n\z0mx:3b^o 

:^^mz^\^^xmmm^'iSi')>^m\zmx^n^^^m^=f-\zu.^\zm^uu 
<. mmmmizmxr^^tf)mt.ti^^M(om^^^m^:iiif)'ix^^o 

U^y^—m^) ^n— Kf ^feO^^di. T>^±>7.m^^s iRNA ( 
small interfering RNA) . U ^I^-tf-T A«rzi— h-TSfcO^&^^fflT^Sc ^fz. 

mB^mx-^nrzmm<Dm^^'^mizt^mmu-^-t!-mBi^^mmizmxv 

3 5 
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j;Vi, $e>ic, ^<Dmmzfi:sCx^m<D^miz^m^mA-^tirz^n^m-r^h 

:^^m<D:^mz^tni. m?nt. Hi^/v^o^mmo^mizmm-^n^mmizM-r 
^mmzmm-t^mm^u- F-r^ae^^^ifflMsitu y/^^mizmxvxm'j 
>/mizmmm^^H^-r=bz.tf)^x^^o ^(D^vtMrnmrn^'j y/^^m^m 

(multidrug resistance gene) Ti^^M^^tl 

"^^mmmm^'j >/mizmxLx. mmmizM-r^m^^^H^-r^:ithx 
^•5, tj^^^^j^-^. ^mz^mvrzmo)^) >j^^t:mmmm<o^-¥izjz'Dxm^ 
r^::ti!)i^mtfs.^o mm\zM-r^m^i^^n-^-t^mm^iiLxi:Si. m^it 

(3) CH-2 9 6Nai;:':PliT 

^Bmiz^^^xit. BB2?im®g2^j#^2 5 tci2t!t<Dr^ yg^ga^j (x) (ch 

-2 9 6Na) , ^tzl-iTS. ymmm (x) td^J^^T 1 feb< «1SSc®cOT^ / 
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HTfeoT, 7s.ym^m (y) ^mr^^-o^^^\^-f)^7s.ymmm (x) ^ 

cfct/^cm^n-Hf -S^SIfetl^^^tl-S. ^M^mtbT^, (l)gS^J#^2 6 

\zBm<DmM^n-^^if<i.^DNA (CH- 2 9 6N a^zi-Vr^mm) . (2) 

:*:^HJc^4?'J'^y^K«, H(r^(^J;e>7jj:*fflfla^*i4'J >/l3^OMjSJc*5ViT0f 
CMHB (i) - (i v) (Dmm) (Di^^rM^^mt^^a^X^mt. ± 

±7&5^i;^c@5^J<^t)<^fe2^^B^<^3j?>J^7'^KtC^*n'5o CH-296NaiJ^ 

i^±.i)^^\^r^^(D. cfco^fjiictti-i oMOT^y^ogi^i, jfx^ 
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, CH- 2 9 6N a^n- Kf^DNASfK-tL'Tm^f §Ci:*^T^^o 
■^2 7. 2 8 tClBfJ^n-SP r i me r CH-296Nal, Primer 

cH- 2 9 6N a 2^i^m-r^:it^^x'^^. ^tc. m^m^ti^xits mm(D 

PERM BP- 2 8 0 0 (C H - 2 9 6 K'rs::^^X ^ H S:{SWr^;*C 

Id ^ T «gu IB (D T ^ y ®! Ki-r § BSm fCipr S . 

mmm^^)>nn(D%mz^n^m^ (d ~ (iv) (D^pts.< ^^y^^-rnfj^o) 
mm^^'t^i!^')^^^\^^^-\^'t^msL^:¥%m<om^\z^^n^o _hiB r 
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T 53i^^hU- v-a.T;W ^3lig C'9->::^;U-^ (s amb r 
ook) Molecular cloning, A laboratory 
manual S^'* edition, 2001^. 3— ;i/K X:/U >^ 
A— ;\*— ^jJ^^hU— :/l^;^(Cold Spring Harbor L 
aboratory Press) tt^fr) ^(?5:5:i^tc:ie«0^^3??t^tf e.n-S 

Mi^^lZlt. M^it. 6XSSC (IXSSCtt, 0. 15M NaCl, 0 
. 0 15M i^Ji>m±hV^A, pH7. 0) tO. 5 % S D S <h 5 X 5r=^>A 
;Uh CDenhardt' s, 0. 1 %'y z^Jkmr JlZf > (BSA) , 0. 1 
%#>J e:n;UtfD U H>, 0. 1 %:7W' n— ;i/4 0 0] t l O O jtt g/mL+>-^ 
l*^DNAi:^^ty|^iK4', sot:. tif^V<{t6 5X:'T^^M'r^^mm^^ 
n^o HfifBcDia^tifflVi^DNA<Z)TmM7&^'IS^T*-5*i-^«, ^(7)Mck D 5 ~ 

1 2'c<S(.iia^,hLT'bJ;v>. #iNFse^t3A'ryu^<XL.;tDNAS: 
>^m. m^it. 2XSSC, cfcOT. hu>>^x>h{c«, 0. ixssc^o 

. 2 5'CU4±, <fcD;^ hU >vx>htC«, 3 7'Ceil±, $ I3X K U >v?x > 
cfcOiSViX h U ^v'x^^'-cDA-f yUrJ^-rif-S^a >^*^^T2^^§«(03}? U ^ 

^ :t 5" H /N < y J y -f x-r § ^t^rc^^m\z $ n . /n < :^ u 

7i^;UAT^ Kits i^Ki^^^-B^m(DTis)Vl^T ^Yf)^. iSTL^cX h U >vx> 
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Vi;^ h'J >>^x>'>-^#Jd:. 6XSSPE(20XSSPE=3M NaCl 
; 0. 2M NaHa PO4 ; 0. 02M EDTA, pH7. 4) , 0. 5% 
SDS, 3 0 %7f:;WATa K, 1 0 0 m g./mLity*f^>''D>y^>i^DNA«: 
'^tr^^4'T«)3 7'CT(D— eft'T >+zL^— '>3 > ; xs S PE, 0. 

^^ti, cfcOisSv^mii^ (^jAt^, 5XSSC) ■vnoz.t^^-v^^c 

t- -5 86 ^ffi $ n ^ o + > ^li |g $:^j!lP43 <k 1:^/' * ;^ ««ig|T S 

A^Phiit^, BLOTTO, ^A>J>, ^14ltir^i^D N A, *5cttJ^miS<Dggca 
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k h:7^ :/nT-^^>*5l5©:7^/f^ > h H-27 1fl, Escheric 
hia coli HBIO 1/pHD 101 (PERM BP-2264) ^ 

0. ^m^ff^ms, 1 9 8. 4 2 3nmmmizum<D:^mz^Kimm\^rco 

\ihy^':^o:^i7^>m^(Dy^^:^>h H-2 9 6, CH-27 1 
, C H - 2 9 6 it-^n^tl. Escherichia coli HBlOl/ 
pHD102(FERM BP-7420), Escherichia col 
i HB101/pCH101(FERM BP-2799)>Escheri 
chia coli HB101/pCH102(FERM BP-2800) 

\ihy4':^ti^i7'^>m^(Dy'^^:A>h C-2 7 4tt. Escheric 
hia coli J M 1 0 9 /p T F 7 2 2 1 (PERM BP-1915) 

^m^K zn^^m^nf^5, 102. 9 s 8^BjiB#fciamo:fir^T^#u, 

}ihy^Zfn:^^^^>^^(Dy9^:A>h C-CSltt, Escheric 
hiacoli HB101/pCS25(FERM BP-5723) 

B:*:#fiF3 1 0 4 1 7 8^B^mmztdm<D:^mx'mmv. ^^mm^omm 

\ihy-(yu^-^^>^^(Dy^if;A>h CHV-89, CHV-179« 
, ^tl^nE scherichia coli HB101/pCHV89(F 
ERM P- 1 2 1 8 2) , E s c h e r i c h i a coli HBlOl/ 
PCHV179 (PERM P-12183) B2^4#l^2 7 2 9 7 1 2 

^fzs iihy4yo^^^>i^^<oy'y^;f^>h CHV- 9 0 JiB2j:4#ff 2 

7 2 9 7 1 2^B^mm\zum<o:^f^'T^mmLft. •tut>t>. mmmmm\zt&m<D 

Wimz^'DXZf'^T.^ h*pCHV9 O^m^Vft"^^. i^y^X^ H^^WTS 

4 1 
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\ihy^:/n:^'^i7^>^^(Dy^^;^>h CHV-i8i«. Bl^^iams 

7/1831 S^/t>yUy h\Z^m(D:&f^X\ CHV- 181 KT^D 
NA^^Wrsy^XS H (p CHV 18 1) Sr^l^bfc^, m':f^7.^\^^m 
A^n^;k:BiM (E s c h e r i c h i a coli HBlOl/pCHVl 

8 1) ^^mvs mmmm^ko. ±b<ochv-i 7 9 tmm<D:^m'r^mmi^rz 

o 

(2) CHV- 9 2(Dmm 

±l30>l?'J'^y5^KCHV- 18 1 ^^^^-ItSfeJ?)©:/^;?.^ H p CHV 
18 1 fCOViT, CHV- 18 1 ^U—l^-r^mm^O) I I I - 1 S^i^Sr^- 
H-rs^^^^^bfey^T.^ KCHV9 2$«lllbfc, :;^^^f^«B2js:#fF2 
7 2 9 7 1 2mBMm\zmm.(D. y^X^ KpCHV 1 7 9^^ih(D I I I - 1 4 

±13(^)^^x5 Hp CHV 9 2xmn^^-^nft:izmmHB 101 (e s c h 

erichia coli HB 1 0 1 /p CHV 9 2) 

0 B:*:#fF^2 7 2 9 7 1 2 ^BJiMStClBmcDCH V - 8 9 U ^:7'5^ H 

:;^^lc2pi;T»tSiSlf^«:tTVi, ijiSSlCHV-9 2^SSr#fCo 

(3) H-275-Cys (Omm 

Tl^U^y^HH- 2 7 5 - Cy s ^^m-^'&^rzib(D'f^ 7. ^ \^ \iUT ^ZTikT 
mmzm-oxm^i^fc. Escherichia coli HBlOl/pC 
H102 (PERM BP- 2 8 0 0) ^K>Zf 97.^ \^ D CH 1 0 2 timmVfc 
o Cloy^XS K^^S<hU, S3^m(^)ga^J#^2 1 (Cil»iB^J$^-r>^^<-7 
-1 2 S t@B^im(Dge^J#^2 2tCtl«gB^J^^-r :/^-r^- 1 4Ai:$rffll.ifc 

k b<DDNA^n-<£:^#;t. #e>n;'S:pN A8frM-&N c o I , B amH I- 
iS';^^/W::f-aiS) xmitVfzm. NcoK B amH I "Cmb^c p T V 1 1 
8N (^t!^n-(:^^m) t^-(y-i^3>T^ZiiiZ^0. y^;^5HpRH 
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H^i'iJ^-p I N I I I -ompA, Ci^-^-Tx:/ J.e.(Gh 
rayeb J., et al.), EMBO J. , ^3#. fglO-^, ^ 
2437~2442K (1984) 3 amH I <hH i n c I I (i57;^^;t-r 
^am) h-^mitl^. 'j7j?:/DT-r — S^^-^-M^Sr^tr^O. 9kb<^) 
DNAISfn-^iaiRbfc, ZinSB amH I <i:H i n c I I TtS^bLfe±IS<7> 
HpRH 1 tfl-a-bT^-f y-->3 >^tTVi, I a czfa^—^—. ^/tU 

Cc^y^X^ HpRHl -T^HHtL. gB^moSe^J#^ 2 3tCiiSgB^J$r 

^■r>^^-r-7-c y s -Ai@B^m(DgE^j#^2 4 tcMSi2^j^^"ry-7-rT— 
ti'^/'^^-t^m) ^mitiy. $?)t3^DNA8ffM-^ir;P7^-i'y-5^3 >$-e-^ 

. d'^ l^Tl#e»nfem^^DNA^S p e I is c a I (iJ'^f ^ A*< 
?8<kbT#^n-2> 2. 3 k bODNAgffM-tv ^ ^ H p R H 1 - T ^ S p e 
ItScal (i$':*7^n-1'::i-aS8) <i:TiN{tbT^e)n'5 2. 5kb(DDNAI^ 

^t^m-^i^x^^y-i^ay^m^. y^y;^ Kprh-cy s 

^7.^ h*lC«, BiIie<^H- 2 7 1 ©N5|C«iJlCM e t - A 1 a - A 1 a - S e r 
(D4 7S.ym7t)mtn^tl. ^?e»{3C5!5i^{CCy S75?#^IP$n}^7^?'J'<y5^HH- 
2 ? S-Cy sj&^n— H^nTV^S. 

3HU^:/^HH- 2 7 5 -Cy sttlUTO:^^(cJ:Difi3Mb;^o ±l2cDy^X 
5 h*pRH-Cy sTmm^^^nrz:KmmHB lOl (Escherichi 
a col i HB 1 0 1 /p RH-C y s ) 1 2 OmLODL B^ii!i4', 37 
•CTlUfti^llLfCo milf«<kDlHliRU^cM«i:$4 OmLcT^fiSff^'ffli^^l^ (5 0m 
M Tris-HCl, 1 mM EDTA, 150mM NaCl, 1 mM D 

TT> imM PMSF. pH7. 5) izmmi^. m'^^n&m^n^xmw^m 
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wvTz. m'L^^m'Sin^Tm^nrz^m^mmmBmm (5 omM t r i s - 

HC1> pH7. 5) T^^^b^nfcA-r h^^;/y-^/t>J >:^^A (^'tJU-^ 

vT^t®!) izm-ftco mmmm-c:h7i^p^<D$mmm^t:fifc^i^ftm:. o-im 
Nac \ mm^m^m^mmmmmmx'mm^n'Drzo mmm^sDs-'^-^)7 
i7 u;pT5 \^^^)vmm.^WiX'^m\^. H-275-cys (D^^m\znm-r^m 

7 5 -Cy s^ffiSrfffc. 

^mmi iS^lSa.mmi\iL^m^^rzL AKmm (Lympho k i ne-a c t i v 
ated killer cells) mmM\Z^i-f^it.iz^mm<Dm\^ 

(1) PBuc<D^m^j^u^w 

Sljfil^S^P B S (-) T2fglt^b, Ficol 1-paque (.-y y 
i/T^m ±tCfiMUT5 0 0 XgT2 O^^-rslii'D^giLrc. ^TBl^O^^t^Jflim 
mm (PBMC) ^tT'^'y hTigiR, UStJ^bfe, ^^bfePBMC«9 0% 
FBS(Bio Whittake rtt^) /10%DMSO (SI GMAlt^ 

^#PBMCS:3 7'C7K?S'4'lCT^jiife«L., lOwg/mL DNase (C 
a 1 b i o c h emttiSl) Sr^^trRPM 116 4 O^flS (B i o Wh i t t a 
kerttiJ}) T'f5fe#^. h 'J A'>:/;P-^fe^tCT^*fflflai^<&^ai LX^^g^tC 

(2) trit hCD 3m#::fe,fcDCFN7^^^> hS^-fk 

OTc^^@^T^ffl-rSl§^git^lC^ k H C D 3 ta^:}3cktXF N :7 ^ > h ^ 
H^^bbfc. -r7iC*5-^2 4A«fflfla^^7'^-H*^c«l 2. 5 cm2 Jfflfl^i^^:? 

(Fa 1 conttiS) lC^thCD3^<*: (■y>-fe>m?Pttia) (i^iSS 
SMg/mL) <&-&trPB SSr ImL ( 2 4 h S;fe«2mL ( 

12. Scm' :7^X30i^-&) To^jdQL^c. Z.(r>n. FN:7^i57'^ > h^Jp 

4 4 
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miz\tmmmiizBm(D^y^':/a:^-^^^>y^^^>h (FNf r) ^mmm 

lO/xg/mL (2 47^:^1/- hcT^J^-^) 2 5 g/mL (12. 5cm 

^'>ai;W«:PB ST2lHr, XV I V0 2 O^Jfe (Bio whittake 

(3) LAKSHjig<7>^^^3J:aCJt^ 
1 %h uma n ABifiim^-^trXV I V0 2 0 1 %XV I V0 2 0 tBS 

T) (cixio^ eel Is /mL tu^^oizmmm 1 - ( 1 ) -vmrnvTcF 
BMc^mm'^> nmmi- (2) x'mm\^rz^\^bCD3mi^m^if:/U'-h 

, *;^c«^t hCD 3^^*3<i;(yCFN f Tm^iffV-h\Zlm'L/^x.)Vr^ 
i^JgJgl 0 0 0U/mLi:;^i:SJ:'5{w I L- 2 (i^^glSSi^thig) Sr^,?in 
Lfe. cn^CD"/!/- 5 %C02 4^ 3 (l^^OBS) o i§« 

^$6^2 B a. 3 BStCtil 0 0 0 U/mLOD I L - 2 ^^tf 1 %XV I VO 2 
0S:lmL/'i7x;i'ro^jDbfe. ^«Wi6^4 B StCtiigl: 1 %X V I V02 

§[5 0 0U/'mL<i:/j:^J:-5 I L - 2^^ilDLfc. 2-3 Bmz 

mm^i>hAB^iimm\zm'Ki%yiv i vo2 osrffli^T^jg^bi^is^s o o- 

5 0 OU/mL tTjcSck"^ I \^-2^mwV1t. ^mmih'^l 1 Ba*/S:til 5 

B^\zh^) n>':r)v-^^mzx^mm^^^m\v. mmm^mom^i^^it^ 



4 5 
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mi 



1 1 1 B Pal 


nm (FN f r^Hje^b) 


X 2 5 2 




1 1 1 B FbI 


CH- 2 9 6 


X 6 7 0 




1 1 iQm 


H- 2 9 6 


X 6 1 5. 


6 


1 1 5 BFbT 


(FN f rl^S^^b) 


X 4 0 3. 


2 


1 1 5 am 


CH- 2 9 6 


X 5 8 8 




1 1 5 B^ 


H- 2 9 6 


X 7 0 8 





mmm2 {&.ikmmm^my^^tzi. AKmm^mmz:^\'^ ^^-kmmm(Dm\'& m 
(1) "LAKmmo^mm^^xsm^ 

0. 5%*;^Jil%XV IVO20fClxi0« ce 1 1 s /m L «i: T^c -5 ,k "5 

\zmMmi- (1) TifieMbfePBMc^^M^. iijs^ji- (2) -cisiml^ 

filfc hCD 3*i#:H5£^byi/-h, S^SitttrCk h C D 3 *t^2)^i3 iC^Cp N f r 
^fcyi^— htClmL/'^xjW-roS^, i^lS^l 0 0 0 U/mL i^^C-Scfc -5 J' I 

L-2 ^^sobfc, c:n^(7):/ix-h^5%co2 ■^'S 7^: 

•V^mX^tc (it^O Bg) . 2 B a , 3 BBldtil 0 0 OU/^mLco 

I L-2<&^tr0. 5%*;t«l%XV I V0 2 0 S: 1 mL/'i7x;p-ro^JlPL 
fc. i§#ll^[&^4 Bgt3«5il:0. 5%*fc«l%XVI VO2 0 «:ffll.>T#f? 
bfc^«li^^f5jt)@^{bL.TVi7:c(.ifrLli:7^Xnlc^U, i^ii^ 5 0 0 U/m 
LtT^C-S^k-p I L-2<£;^J!lDU7^c, 9 B S (C(*^ifi«»J 1 - (2) il^HH 

4 6 
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ttO. 5 fjL e/mLtVrc) iZMMO, 5 % 1 % X V I VO 2 0 Sffll^^T 

2 BBtcM^iSllO. 5%*7t(il %XV I V0 2 O^ffi^^T^^^b 



«2 













(%) 




%m 


mm. 


(<g^) 


0. 5 


Mfig (FN f r|^@)£{t) 


laCDS 




X 1 3 


0. 5 


FN f r|^@3£jt 


titCDS 




X 8 8 


0. 5 


CH- 2 9 6 


taCD3+CH-296 


taCD3+CH-296 


X 4 1 0 




(FN f r|^@^<b) 


taCD3 




X 4 0 3 




FN f r|^B^<k 


^CD3 


^CD3 


X 1 6 2 4 




CH- 2 9 6 


tn:CD3+CH-296 




X 5 8 8 




CH- 2 9 6 


JtCD3+CH-296 


^CD3+CH-296 


X 3 5 6 0 




H-2 9 6 


tn:CD3+H-296 




X 7 0 8 




H- 2 9 6 


ttCD3+H-296 


JJtCD3tH-296 


X 3 0 0 0 



^^^'^{^\^tz'^mmii^^m\^fzM\zii6\,^x\t. nmm\z)kML\^'Z'L KY^mm 
\zmy)'i§.\^^^^^^'i^(r>^^^-^vc\^tz.^mmii^m.Wi\^tz.mz^\^ 

13 :7 :/ o ^ ^ > 7 ^ > h *5 ck rKtii C D 3 Srffl ViT^USf T 5 «i: J; 
0, ^g^i^<7)lfil«^^^7t*l§«feS^fflVi;tJ^'&T'bi§i^il£:*:^^^TLAK*fflfla$> 
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I L - 2 R) ^^(Dmm 

(1) LAKmm<Dmm^^umm 

(2) LAKiaHflSlC^it'S I L- 2 R^^^<Z)PJ)t 

IIMF!l3 - ( 1 ) Trmmi^fz 2 X 1 0 5 c e 1 1 s (DLAKBH^^ 1 

mmVfzms PBS-egfe#t;t, @JtifflJIS<&l%BSA (SIGMAttM) S:"^ 

tfi 0 0 ni.<DPBs^\zmmiy. F I Tc^ii^T'^:^ i gGi'bb<«F it 

C^^^^-^Xtitt: h I L-2R (CD2 5) (<h t>{wD AKOttiS) <£:^JbD 

CS Vantage h > - ^ y ^>'J >^U) ^m^^^fcy a—^^ h 

0 7&^}6^§*T«i L-2Rii^ini«Bfla^w^ (%) ^ih-2Rmmm (%) 



^3 











I L- 


- 2 R%^^ 


(%) 




mm 






(%) 


0. 5 


(FN f rl^@3£<b) 






3. 


4 8 


0. 5 


F N f r ^^Wi'&.VC 




tftCDS 


4 3. 


2 2 


0. 5 


CH- 2 9 6 


iixCD3+CH-296 


taCD3+CH-296 


8 1. 


1 1 


0. 5 


H- 2 9 6 


*aCD3+H-296 


tn:CD3+H-296 


7 1. 


4 9 


1 


(FN f r#H5£{b) 


^CD3 




8. 


0 2 


1 


FN f rl^@)£^b 


fitCD3 


JaCDS 


4 2. 


8 


1 


CH- 2 9 6 


ftxCD3+CH-296 


Jt:CD3+CH-296 


7 7. 


9 4 


1 


H- 2 9 6 


taCD3+H-296 


filCD3+H-296 


7 0. 


2 9 



4 8 
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^3 {c^^n-Sck-^Jc, i&mm<Disa.m^^AjrdmM^mi^^x<DLAKmmmm 

mmm4 i&skmmm^mif^fzh AKmmmm'^iz^i^^ CD 8 m^mm-^m it 
m 

(1) LAKmm(Dmm:^^nmm 

mmm2- (d iimm(D:^mx'LAKmm^mm'^mL:^o 

^SS^4 - ( 1) Tili©b^2 X 1 0 5 c e 1 1 s (DLAK^fflflg^ 1 %A°^^ 
;i/AT;i/xt K<£'^tfPBS^&ffll.iTH^L.fc^, P B S Tj5fe#Ufco H^^fiS 
S: 1 %BS A&^tri 0 0 ML(DPBS4'tC!li«IL.. F I TCi^mT^T. I gG 
1 fcL<fd:F I TC^^-7'>;^tftt hCD8^#: (t'btCD AKOtfcSi) ^^JtlP 

^±-e3 o^ra^-r >=\^^^- hL;^, -r>=^^3.^-N^. ^fla^PBs-e^ 

CS Va n t a g e $:fflVife:7D— y--r h U— tC^tt-. C D 8 l^iti^aiia© 
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*4 



Ammm 








CDS 




(%) 










(%) 


0. 5 


(FN f rtmm<t) 


*nCD3 


mm 


2 6. 


9 5 


0. 5 


CH- 2 9 6 


iaCD3+CH-296 


tn:CD3+CH-296 


4 4. 


6 7 


1 


MM (FN f r$m^1t) 


*aCD3 




5 3. 


2 6 


1 


FN f r^mmit 


taCD3 


mm 


3 5. 


5 6 


1 


CH- 2 9 6 


Jn;CD3+CH-296 




6 1 . 


2 9 


1 


CH- 2 9 6 


Jn;CD3+CH-296 


S;CD3+CH-296 


6 2. 


5 8 



mmms mskm^m^m\^^rzLAKmmi^mmz:^\,i^^iai±mmm(Dm^ 
(1) i^AKmmomm^^zsmm 

stm^^^ta^^xv I V0 2 0 (UTOXXV I VO 2 0 t^-t) {C 1 X 1 0 

^ ce i 1 sXmLtu^^o\zmt&mi- (1) -vmmvTcP BMC ^mmm: 
, HM^sji- (2) -vmmiyfcmiihCBsmwmmtzfu-h. ^fc^tath 

CD 3$i**:43J:DfFN f r S^^b^^- htd 1 mL/'>ai;U-ro^#, Jfel^g^ 1 
0 0 0 U/mL <h7^j:'5ct-5tCIL-2 <&?^.j!lD L^c. Cin e>(7)y h ^ 5 % C O 

2 ^3 T-CT^^b^t immoBE) o mmmw^2BE. a Bafc:«i o o o 

U/'mLO I L - 2 «:^tJO %XV I VO 2 0 S: 1 mL x.)Vi'Z>mMlyr:io 

^mmiihWi4Bmiz\,-im'M.o%xY i vo 2 o <&fflViT^f?uf^^«js<£{Br'bH 

5 0 
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V I V0 2 o^m^^x^^vm^i^^s O 0~5 O OVymLtU^^^ I L - 2 

^mmvTco mmmtthmi iBm^rc\ti 5Bmizho/'^>^)i-m^mzT± 



^5 









(mm) 


0 


1 1 mm 


Mm (FN f r^mmit) 


3 6 


0 


1 1 Em 


CH- 2 9 6 


10 3.7 


0 


1 5 era 


Mm (FN f rtm^it) 


7 6. 3 


0 


1 sera 


CH- 2 9 6 


13 4.6 


0 


1 5 am 


nm (FN f rtmMit) 


2 8.8 


0 


1 5 


H-2 9 6 


4 6. 8 



':/u:^^^9->y^^;^>h^mmitvrcmm^m^^mLrzmiz^\.^xit 
. MmmizitmvxhAKmm(Dii:±i^mmi!)mi^^> rL(r>z.t.it^^^y ^•:ru^ 

mmi^e mMmmmx'(DLAKmmmmj^iz:is\t^^t^±mmm(Dmim (mK>m 
vmmiz^^w^i^mm) 
(1) LAKmm(Dmm^^zsmm 

0%XV IVO20{3 1X10« eel 1 s XmL ttji^^v izmmm 1 - ( 

1) xmmvfcF BMC ^mm^iM:. mmmi - (2) xmrni^tzmi^hcDsm 
mLy^y^^ji-r-D^^. mmm i o o o vymL^u^j:oiz i l - 2 $»pl 

5 1 
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i&^2 HB, 3 Be(c:«l 0 0 OU/mLcD I L-2^^O0%XV I V0 2 0 
«:lmL/''^x;uro^jOb;^c. i§^§ii&^4 B BfC^jgHO %X V I V02 0 

5 0 OVymLtU^^O I L-2<£»bfco 9 B g {CJi^Jg^J 1 - 

(2) <i:l^«05^&TPMb;^lrib hCD am^H^^b^^;^^, Sfc^tfihh 
CD 3^#:43J;r;tFN f r @^^t::77XZi S^fbJCfflVi-StrCb hCD 

3tri#:(Dii^«0. 5 g /mL t L;/^:) JCjgfiO %X V I VO 2 0 $rffl(.iTl& 
IRbfcl^^fS^^b, Jjs^iims 0 0U/mL<h?^^J:'5 I L- 2<&?^A0b;^c. m 
^^$^1 2 BBfcMg^ji3i:0%XV I V0 2 0€rfflV>T^«Rbfei^*JSS:f5Jt>@ 

■To 



^6 












(%) 




mm 






0 


*rp. (FN f r#^@^^k) 


*tCD3 




X 2 9 


0 


FN f rl^H^^Yb 


5tCD3 




X 3 6 


0 


CH- 2 9 6 


*xCD3+CH-296 




X 5 6 


0 


CH- 2 9 6 


6xCD3+CH-296 


fexCD3+CH-296 


X 1 9 9 


0 


H- 2 9 6 


MCD3+H-296 




X 4 7 


0 


H- 2 9 6 


in;CD3+H-296 


taCD3+H-296 


X 2 0 9 



^itiyrzmmmi^^m\^r:im\z:h\,^xit. MmM^zitmi^xLAKmmo^miz 

mvtnCD 3tni^<D^^m^itvrc^mm^^mmLrcmizio\f^m:k^m^^ 
0 hit^i!)^izm^^h(Dx$>'z>rzo -ruio-^i^ AKmmmmmt9\i^^wt^izy ^ 
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S d pJtg-r * § d 1 75>^Bj e> t tS: o fee 

(1) i^AKmmoymmisjiiZsmm 

(2) L AK3fflfla(C*5tt^ I L- 2 R^2^^(7)ai)^ 

-2R^^^ (%) t^^-r^o 



^7 










I L- 


2 R^mm 


(%) 






mmm 


{%) 




0 


Mm (FN f r$m^it) 


taCD3 




1 . 


7 


0 


F N f r #@^{b 


iaCDS 


taCDS 


5 0. 


5 


0 


CH- 2 9 6 


ttCD3+CH-296 




3. 


0 


0 


CH- 2 9 6 


6xCD3+CH-296 


Jn:CD3+CH-296 


8 2. 


2 


0 


H- 2 9 6 


in;CD3+H-296 




3. 


2 


0 


H- 2 9 6 


inCD+H-296 


taCD3+H-296 


9 1 . 


9 



5 3 
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(1) LAKm^comm^^^ismm 

0%AI.M ViBS-T) tC^MUfc. i^^^^8tc^-r. 



^8 






:? ^ y D 7 ^ > h 


*£;^^ii^ (.mm 


0 %A I M 


V 


1 2 B r^T 


??f!M (FN f xn^-^WL) 


X 2 1 


0 % A I M 


V 


1 2 B Pal 


CH- 2 9 6 


X 1 1 0 


0 %A I M 


V 


1 5 B PbT 


(FN f rl^Bje-fb) 


X 4 4 


0 %A I M 


V 


1 5 B PbT 


CH- 2 9 6 


X 4 9 8 


0 %A I M 


V 
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^VfcWi^ 1 %XV I VO 1 0<&2 OmL/A^yi^T'-ro^^Pt'^^ii^S 0 0 U/ 
mLiT^C^J:^ I L-2S:^J!lD. <=>\zmmmP^'^6 BmiZl %XV I VO 1 0 
$r3 Omhy/^y^-r^mnWi. mmms O OU/mLi:fj:SJ:^ I L - 2 2:^ 
jUObfc (5iCD3^^±CH- 2 9 6$i|S!t«Hra4BFBl) « (i i) ^«Mi64B 
m^fcitS BWiizm^^S 0 OU/mLi;fj:?)J;^ I L - 2^^Jnb, ^«P^ii& 
^6 BSt'^^fS^&J&lCfcS^ibL/TViTSiViS 5 cm^ aaagig^fflCOz 
jg'ttAiy 1 %XV I VO 1 0 ^ 5 OmL/'A'»y ^^To^JO, 

^5 0 OU/mL iT'j:^.^;^ I L - 2 ^mtUVTc (mcrt 3 tni^± CH- 2 9 6 

fij^^fpie Bfa^) . m^^thmmmii^msBmiiz\tmmm(D-u^m:M.^^i^ 

b, *liSm5 0 OUym'Liifl.^^o I L-2S:^*Pbfc, 1 1, 13 

BeiCti*iam5 0 OU/mL I 'L-2^WMVt^. m^m^l 5 B 



8 4 



wo 2005/019450 
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^3 5 



isa.mmm • i^m 


taCD3±CH-296 




yo^i7 5^> 














1 %XV I VO 1 0 


4 Bm 


1 5Bm 


nm (FN f rl^BJt^b) 


X 2 3 5 


1 %XV I VO 1 0 


4 BTpI 


1 5 B r^i 


CH- 2 9 6 


X 4 9 8 


1 %XY I VO 1 0 


6 Bm 


1 5 ara 


(FN f r|^@)£<t) 


X 4 2 5 


1 ?SXV I VO 1 0 


6 Bm 


1 5 BIS 


CH- 2 9 6 


X 6 9 0 



^3 5tc:^$n-5^"5tc, <£iSi^ (1%) (DSkf^^^/utc^m (XVIVOl 

mmmsQ ^stm^m (aim v) ^mi^^rzLAKmmm^^iziiif^m:^: 

j^To^mi^-v^m-r^mmm^ (2 s cm^ mm^mmy^xn) izmmms 
5- (1) iimmizm\ihCD3^i^ii^zSFNyz'^;^>h^mM<[:i.rzo ^ 
mmmizitzn^o^m^ti^^ibm^ ' fn f r ^^tsPBs^m^m. ^y^ 

X;3^P B S-C2(£l. 1 %h uma n ABjfilti^^trA I M V^tfj (i^AT 1 % 

AIM vL^t) xim^^x^^mmzmvtcp 
(2) i.AKmm<omm^^xsmm 

1 %A I M VtCl X 1 0 ^ c e 1 1 s /ml.tn.^^'DkZ^mm 1 - (1) 

8 5 
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mmity'^T.u. Sfe^Stt: hCD3^^43j:r^FN f r @j£{b>'7 7.ntc 3 m 

- 2^muvrzo c:ne>(D:7^7>3i<&5 %co2 'tis Tr-ei^^b^ (i^^oB 

S) c l^^Mife^l BStCtil 0 0 OU/mLcO I L- 2^^tr 1 %A I M V 

TV^T^^^iS 5 cm^ SBfla^^fflCOz 7.51igi4A'';/ i^tC^ bfe^. 1 %A I M 

Y^2 OmL/';\'';/i^-roMb, 5 0 OU/mL <J:fj:^ck-5 I L - 2 

O2 :^fX^jai4A*';/^t;:5^L. *IJg^5 0 O U/mL ^ifJi^ck'S I L - 2 Sr^jD 
Life, ^^ffii&l 1 , 13 BBtC«»iai^5 0 OUXml^tU^^"^ I L - 2 $r 
mJElDb/t, 5 BStc:hUA>:/;P-^fe^fetcT^Jfflflai&S:ffha<Jb, ^ 



S3 6 







7 :/ D ^ >:7 7 > h 




1 %A I M V 


1 5 a r»i 


^c*Bg (FN f r|^@5£<b> 


X327 


1 «A I M V 


1 5 


CH- 2 9 6 


X 5 6 6 



^3 6tc5^$nsi:-5tc, (1%) OJ^Ilm«•'^^fcig«l (aim v) 

L A KiSBfla^S«!}»i ^ ^ :/ D :^ ^ 5^ > 7 ^ y ^ > h ^ @5t^k: U feiffl 

mmmmy ^ ::^^^mmi^tcmiz^\f^x\i, i^mmizitm\^xi.AKmm<DW:i< 

8 6 
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m:mm3 i (gjfamflfe (xv i vo i o) ^m^^^tci. AKmm%m^\z^n^ 
(1) -LAYimuo^mm^^ismm 

^37 (dS^fo 



S3 7 









CD suttifflfla 








(%). 


1 %xv I vo 1 0 


1 5 BI8I 


tm (FN f rl^HJeib) 


4 5. 7 


1 %xv I vo 1 0 


1 5 Bpa 


CH-2 9 6 


6 1.6 



^3 7j;:^$tis<t-9{c, ^mm (1%) <DJ^DLm<&^^/s:i^Ffl6 (xvivoi 

mmmss is^skmmm (xv ivoi o) ^m^^rcLAKmrnmrn^^z^^-f^ 

8 7 
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(1) LAKmmomm^^tf^^m 

(2) LAKmmiz:hif^^cD8miimmMm^^itm(Dm\^ 

^3 8 tC^T. 



^3 8 





eiCD3±CH-296 






CD 8Rgi£ 

(%) 


1 %XV I VO 1 0 
1 %XV I VO 1 0 


4 Br& 


1 5Br^ 


Mm (FN f r$m^it) 
CH-2 9 6 


5 8. 1 
7 0.3 


1 %X V I VO 1 0 
1 %XV I VO 1 0 


6 BTbI 

6 Bm 


1 5 am 
1 5 Bm 


tm (FN f r|^BJt<b) 
CH-2 9 6 


5 8. 3 
7 2. 7 



m3 8\z^-^n^^^iz. is:nm (i%) (oitm^'^/vfcm^ (xvivoi 

K ifflfla^MNf tdiff iS tcfigffl $ n S d ^ 7&tB^ <h 75: o ^c. 

^J|g0iJ3 9 {g;lfiimi^% (A I M V) <£:ffl(.ifcL AKlffll!Si^^^(C*3tt^i£;*C 

mv^m(r>Wim 

^IIWit&B#©ifflfl&iSag,t LTO. 5X10* eel Is /mL*3<fctK 1X10 
* c e 1 1 s/^mL*|g^U3t. ^^4 B i<^iilf^iaBflaiSS!t bT, 0. 02 5 

8 8 



wo 2005/019450 
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X 1 0« eel 1 s /mL^SJitXO. 05X10^ eel 1 s /'mL U:/^: 

. mm7. 9*5iD^i 1 BB<DmRmmmmiiiyX. o. 2xio«ceiis 

XmL^JzZSO. 5 X 1 0« eel 1 s XmL^Wt^VTzo TI5^3 9-1 iZJi 
^3 9-1 



mmmm^'^^—>i 0.500 0.025 0.2 

mf!km&/'^^—>2 0. 5 0 0 0. 0 5 0. 2 

mmwkmy^^—>s 0. 500 0. 05 0. 5 

ifflfla«SE/'^5^ — >4 1.000 0. 025 0.2 

mf&m&y^^~->5 1.000 0.05 0.2 

— >6 1. 0 0 0 0. 0 5 0. 5 



^mmmm. (x 1 o^c e 1 1 s/mD 

(1) *ib hCD 3tn;«i:*5J;a^'FN>'^^^>h@j£<l: 

mizi'Simmmnzt^m<Dy>('/n:^ir^>y^^;A>h (ch- 2 9 6) ^mm 
m2 5 symLtfji^^oizmuai^rc. ^mtvx, ch- 2 9 e ^mijuvts, 

fc. mmmm\z\tt:in<b(Dmm^m^fbtfi\i h CD 3mi^ ' ch-2 9 e^-^t^ 

P B S ^^?ll^.5fe^. &'^x;l/<&P B ST2I1I. RPM Il^idlTl lHl^#L^^ 

(2) LAKmm<Dmm^j:wm 

1 %Oh uma n ABjfiiitS:"^tJA I M V l;:iiB)iaigS/li$'-> 1 , 2*3J:c;c 
3lri§^-r^E:J)'JiO. 5 x l eel 1 s /mL t>^j:^<fc ^ i^flaa^A" 
^->4, S^ScfcO^eT^^-r-SE^^l X 1 0* eel 1 s ymh tU^^'D 

8 9 
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\zmmmi- (d -vmmiytzPBuc^mmw:^ (i) x'mmvrz:m\i hcD 

-htcimL/':7x;p-ro*#, mmmi o o ou/mLtu^^z>iz i l - 2 
<&^iipbfcc cinb(D:/ix- %co2 4'3 TrT^^urc (^«obs) 

. ig^g§M^2, 3 SatCJil 0 0 OU/mLOI L-2$r^tfl%AIM V 

5X10^ eel 1 s ymhtU^^iiOlZ. ^tzm^mm/"^^ — > 2 . 3. 5. 
e-Vi^^-t^m^it. 0. 05X10* cell s /^mL iiT^c-Scfc ^ tCl % h u 
ma nABjfiitf^&'^tfA I M V tc J: 0 U (^S«:^6mL) » ^hm^it 

*lii^5 0 OU/mL<»:7^§<k"5 I L - 2 <£:^iOb;to 

^«-rsiZ^«. 0. 2 X 1 0 * c e 1 1 S//mLi::^j:^<fc^tC, ^ifeSfflflSiSS? 
/trJ'-^S, 6T^^-r^E:$i'«, 0. 5 x 1 0 « c e 1 1 s /mL iii^Ji'S) "5 
JC 1 %humanABifii?S&'^tfA I M VtCJ:O^IRL 6 m L) . 

Mt)@^'fbbTVi7a:li 1 2. 5 cm'iaBJ!aJ^#:7^Xn{c-?-n-^ti^U;^Co 

^tc43V^T*^^gm5 0 0U/'mLi:fj:^J:-5 I L - 2 ^Sr^JoL-^c, 

^^(D^Um^m^ 3 9-2 tc^t*. 



9 0 
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^39-2 







;<>fa BB nan aiI m 






> 1 


filCD3 

iaCD3+CH— 2 96 


14 2 7 
2 6 4 9 






^CD 3 +CH-2 9 6 


Q /I n 1 

O ft U 1 

3 6 9 1 




>3 


^CD 3 

ttCD3+CH-2 9 6 


7 4 9 
2 5 0 8 




>4 


taCD 3 

taCD 3 + CH- 2 9 6 


2 5 6 
4 3 6 




>5 


fitCD 3 

JaCD 3 +CH- 2 9 6 


10 9 1 

117 9 




>6 


triCD 3 +CH- 2 9 6 


4 7 6 



^3 9 - 2(C^$n^<fc-5lC> ^IIIIJ&^43^CXja!Ef^B#tC:feViTS-<rOiaHI!aiS 
CD 3tn:i*(7)^{Cj:'5>$!)SJ[) ilt^LTCH- 2 9 6 43 JctXfetC D 3 J; f9 

^^m^^m^^nm\\n(Dwmwimz%\^-x. ch- 2 9 6 \z^mmt^z. 

IISS^J4 0 iglfllft^Jfe (AIM V) <£fflViT^«LfeLAKIfflflama^f:i*3 

(1) \.KYimm(DmM^^u^m. 

^^mz 9 <h|w|^©:i^^TLAKiBeflSSSI^ • 

(2) LAKjffljlg{C*3ttSCD8IH4Jaiflg^H^WH:^oa'l^ 

^4 0 t;:^-r. 



wo 2005/019450 
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^4 0 





&tfkfBLi^ 0 F) S WkUti 

h^^cWOfO V □ c] SrUfiBl 


C D 8 Ki'ttifflBS-^^^ (%) 




JaC D 3 


5 5 




^CD 3 +CH- 2 9 6 


6 3 




^CD 3 


6 2 




^CD 3 +CH-2 9 6 


7 3 






7 1 




iaCD 3 +CH- 2 9 6 


7 5 




taCD 3 


5 6 




tnCDS +CH- 2 9 6 


7 0 




mCD 3 


6 1 




JitCD 3 +CH- 2 9 6 


7 0 




tfiCD3 +CH- 2 9 6 


7 6 



^4 OlC^^n^cfc^tC, i^|IP$&ll#*5<fct;Jmf^U#tC:teViTa>!?©J^II&iS^T 

mum^\znvx. ch-2 9 efCcfcopM-r^ci^tCcto, Bje»*McLAK)aa 

mmm4 1 iSlfiim^iffi (A I M V) ^fflli;^cLAKJaHfla^«l^{Ci5frt'5l£:*: 



wo 200S/019450 
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1-1 iz±$d^mx'(DmRmmmmmi^^z^mmmm^m'ro 



^41-1 













14 BS 




^ill 0 B S 




mmmmix 1 o«c 


0. 


3 3 3 


0. 


0 5 0 


0. 


100 


0. 


1 5 




e 1 


1 s/mL) 




















mm 


^•^(x 1 0 " c 


0. 


2 6 3 


0. 


0 2 4 


0. 


0 4 8 


0. 


0 7 2 




e 1 


1 s / c m^) 






















mm (X 1 o«c 


0. 


3 3 3 


0. 


0 5 0 


0. 


18 0 


0. 


8 9 3 




e 1 


1 s/mL) 




















mm 


mm (X 1 0« c 


0. 


2 6 3 


0. 


0 2 4 


0. 


0 8 6 


0. 


4 2 9 




e 1 


1 s / c m^) 


















mmm • 


mm 


mm (X 1 0 « c 


0. 


3 3 3 


0. 


0 5 0 


0. 


1 3 


0. 


3 8 


mmmmm 


e 1 


1 s/mL) 












































iES (X 1 0« c 


0. 


2 6 3 


0. 


0 2 4 


0. 


18 6 


0. 


5 4 3 




e 1 


1 s /c m^) 



















(1) Jat hCD 3ta#i3i;tXFN>'^^p^> hHJt^k 

KiTcomm-vmrn-t^^m^mizmtL h c d 3 m^^^z^F Ny^cfy^>h^ 

mmm\zitmmmiizum(oy^:/u:^^^>y^^:/.>h (ch- 2 9 6) ^ 
nmm.2 5 m symLtu^jzoizmtavrzo MmtiyX. ch- 2 9 e^mm 
Lmmhm^vtzo 

fzo ^mm.m\z^t::n^<Dmmmu^^m\zh CD 3^i^ • ch-2 9 e^^ts 

(2) LAKmmommii^zsmm 

9 3 
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^i^^EC5^i:t> 1 %(^h uma n ABlfiiffr^'^t^A I M ViZO. 33X10 
« c e 1 1 s/mL<i:ncS<):^tC. mmmi - (1) X'mmVTcP BMC^mm 

t hCD 3tn:^43ctZ^CH- 2 9 6mm.itZfU—h\Z3mh/^JL)l^'r'D^^^ 
tl^mmi 0 0 0 U/mL«Ji7:C'5ct-5{C I L - 2 ^mtalyfzo Z.tl'bO^zfU—h^ 
5% CO 2 *3 TrTm^bife (J^^O 0g) . 

mmmti^^4BEiZ^i^mm^ii'h. O. OSXlO^ ce l l s/^mL^TS: 
-ScfcotCl % h uma n AB]fam<£^trA I M V(CcfcO#fl^L (?^»«;^ 6 m 

L) , ^BTfeS^-fbUTViTicVi 1 2. 5 cm*iai)ia^#:7^xntc^Ufco #£53- 

{C*3ViTJ^18^5 0 0U/mL<h)^-5«fc5 I L - 2 Sr^llPbfeo 

i^^PaiS^ 7 0 e \Zit. nmrnrnm^it O. 1X10« cel is /mL iiT^c 
SJ:^tc, i^iSg!lS«E:«'tiO. 1 8X 1 0« eel 1 s /mL if<c^cb ^» iCl 
%h uma n ABlfiimSr-i-tfA I M VfCfcO^IRL/ (1^*]^:*^ 6 m L) , ^SJt) 

@5^{kbTVij^cVi 1 2. 5 cm*saBJ)a^«:7^X3»c:^bfc. iiSiS^ • 
^.^^HKi^J^O. 13X10* eel Is /"mL tU^<k^iZ 1 %h uma n 
ABjfamS-^tfA I M VtCckOI&IRL/ (^«^:^9mL) , HfeH^YfcbTV^ 
;f5:Vi2 5 cm^mm^my ^T^n^iLXtzhO^iZ^VfCo a-K^fCiSViT^liSS 
5 0 OUXmL tU^^O I L- 2 ^^iJPL';/to 

^UPaife^l OaatCti, iPa^^lS^tao. l SX l 0« e e l l s/mL 
t^^cScfcptC, i« iSS^^K^i-tt 0 . 893X10* ce 11 symhizU^^ 
^ICI %h uma n ABjfiim^r^trA I M Vfc:J;O^IRb (?Kfi^:fe6mL) 
, HfeH^'fbbTV^T^cVi 1 2. 5 cm*i9Hfla^a:7^7>3{c^L';^o ^fz. mm 
U • iii?&^l^^K^)-l^O. 3 8X10* c e 1 1 s /mL i;^j:Sct ^ td 1 %h u 
ma n ABilii?»«:'^tfA I M V\Z^Ki^1SiV (fiSS^;'c 9 m L) , HtHJ^-fb 
LTVi7:j:Vi2 5 c m^iaafla^«7 ^ 7. n Sri^lTJ't «bOf3^bfe. ^E^J-tC*5V>T 
l^iSSS 0 OU/vci'LiiU^^'DA L - 2 Sr^JDL^. 

9 4 
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4 1-2 ic^-r. 



^41-2 











tnCD3 


6 0 1 




fiiCD3+CH-2 9 6 


2 3 2 5 




fttCD 3 


112 




taCD 3 4tCH- 2 9 6 


113 1 




CiCD 3 


2 15 




fiiCD3 + CH-2 9 6 


13 0 7 



r:imiz:iQ\^^xm^^iii::kmmmf)m^tirco -ruiD^. mm. mui^j^zs^tj^is. 
mT^^t:^^x^^Mmm • ^mi^mmiz^i^x ch - 296 izj^^mmiz^D 
mib^^\ziu:kmmizM'r^i^0^^mi(>^nrco 

mmm4 2 i&skmmm (aiu v) ^mi^^xmmvrzLAKmmmm^izid 

(1) i.AKmm<omm^^t^mm 

(2) LAKmrnizidif^cDsmi^mmmm^^itmcomm 

nmm4- (2) tmm<D:^mxcD 8miimm<D^mm^mi^L'rz. bm^ 
m4 2\z^-r. 



wo 2005/019450 
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^4 2 






CD ammmm'Smm 




JaCD 3 

taCD 3 +CH- 2 9 6 


5 3 

6 3 




tftCD 3 

taCD 3 +CH- 2 9 6 


5 5 
7 2 




StCD 3 

iftCD 3 +CH- 2 9 6 


6 3 

6 5 



^4 2ic^$ns<i:^tc:. ^mmmm^$>^^^itMmm^m^^$>^^^i^Mm 

<DPi~\Z^^mm) i:Jt^bTCH-2 9 6 43<fctXtn:CD SjfC^tCj; Of!lS5[Lfc^ 

mmm4 3 ^Mm^M (AIM v) ^m\f^rzhAKmmmm^\zion^w:iz 
^mm<Dm^ o. 15%, 5%-*o. 1%) 

#^n^o ;in^mmi oL^x(Dmmz^ommr^z.t^mm'r^t. itm 

B^^. mm^mi^^ f^^'r^t^<ommz:h\>^^Mmmmito. i%mmtu 
&.±^^^xL AKmmi^mmz:hif^s!sLmmm(Ds^m^m^i^rco 

mmmihf^\ZhumanABskm^^O%. 0. 1 5 5 ^-^-n-^'tl^^ 

^n-&E^^£:iS^Lfc, ^iS^Oh uma n ABlfattSr-^tTA I M VlCO. 3 
3X 1 0« c e 1 1 s/mL«i:7^SJ:-5t3^»lg««Jl - (1) TIfiaSSI L;/5:P BMC 



wo 2005/019450 



PCT/JP2004/012238 



hCD 3*i#:feJ:tJfCH-2 9 Q^MitZf h\Z 3 mhX^ JiJl-T-D 

^«|gi6^4 BStc:0%, 0. 1 5%h uma nABjfiLm^^tfA I M VT 
S:*cO. 0 5 X 1 0« c e 1 1 s /mL tfj:^ J: -5 tC, -etl^' 
no%«>^Vi«0. 1 5 % h uma n ABjfii?f ^^t^A I M V{C<fcD#IRL, 
iSlt)@5£^bUTliJ^ci:(^i 1 2. 5 cm^iaiflaig||:7^7>nl;:ig^?K^^L;^c: 
2. 5mL) , 5 %h uma n ABjfii«&^OA I M VT?^3lt';tlS^«, 0 
. 05X10* eel Is ymhtU^^viZO. 1 % h urn a n A B jfiitS^-^ 

A I M VlZ^Kf^^L mmemL) . Pl^m^^tVX^^m^l 2. 5cm 
^ifflfla^^7^X3tC^Lfc, ^K^tC:fel.iTi^ii^5 0 0U/niL<h;'^C'§>.fc"5 
IL-2^^JPL^o 

mmmttb7 BEiZitOX. 0. 1 5%h uma nABiktf ^-^tfA I M VT 
i§«L^E5^-«-en^'niWia^C0jfiimSr^tJA IM VICJ;00. 11X10* 
cell s/'mL(i:;S:'5cfc'5tc:#|l?U, ^sj^bS^-ftbTl^i^Jflriirb 2 5 cm* 

mMmmy^7.n^XLTrz%(Diz^vrz(mmm:ki2. emD . 5%hum 

a n ABifiitf <^-g-tf A I M VT^*LfeK5>t*, 0. 1 % h um a n A B ifiitt 
Sr^t^AIM VtdJ^OO. 1 1 X 1 0* c e 1 1 symLihT^C^ct-^tdl^IRL 
, <5jt>@^>ftLTViJ^{:l.>SfH/>2 5 c m*SBI!S^^:7 Sr^rx^'bOtCi^L 
(fSM::^12. 6mL) » ^E:J^lc43^^T*li^S 5 0 0 U/mL <i:fd:-5cfc "5 
I L - 2 ^»0L^. 
^^MJ61 0 BBtC«0%. 0. 1 5%h uma nABjliim^'&trA I M V 

x^mvrzmmt^n-^nmmmoMm^'^tsAiu vtcctoo: 22x10 

* ce 1 1 s XmL ^U^^vlZf^^V. HfeS^'fbbTl/iJ^cl^ilff Lt.i 2 5 c m 
'«eBa^^:7^7>n^35:T;/S:'b(7){ci^b:fc 1 2. 6mL) » 5%hu 



6 
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ma n ABJfa^S^-^tJA I M VTigaUfelS^^^ 0. 1 % h urn a n A B jfii 
M^'&tfA I M VICJ:0 0. 6 X 1 0« c e 1 1 s/'mL<>::^«i:^J:^l3^&^b 

(?««S^12. 6mL) o ^^mziol^xmi^ms 0 OUXmLtU^^^ 
I L - 2 <&^lIDb;to 



5^4 3 








0 %A I M V 


titCDS 


2 5 




taCD 3 +CH- 2 9 6 


3 2 2 


0. 1 5 96A I M V 


fiiCD 3 


4 2 




^CD3+CH-296 


19 7 


5%— 0. 1%AIM V 


MCD 3 


17 5 




^CD 3 +CH- 2 9 6 


3 5 3 



mi4 3\zm^n^^o\z. ^Mmmm^^/ufcAiM vi^m^m\^^x<Di.A 
Kmm^m\iz:hi^x. i^^m(Dskmnmm^\z:h\^^x^. i^imm mcD3m.w 
(D^\z^^m\m) titi^vxcH- 2 9 e:h^zstfiCT>3tfimz^ommi^rcm 

^fC*5tt^L AK^fl&i&«{C*3ViT, CH- 2 9 6 43<i;r/^C D 3 J: 0 f!l 
^-rscichT, g«€>*>tcjliVild;:fc:^^^TLAK«fflfla^^^ • mm-t^^ii^^x 
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mM'm^ 3 ^tSLm^^ (AIM V) <&fflVifeLAKaBI!a^S4ll^tC*5JtS I L 

(1) i.AKmm<Dmm^^n^m 

§^«!l^l%humanABifil«$'^tfA I M vmmz^-^l^tzo 

(2) L AKj^flSd^Slt^ I L- 2 R^^^M'J^ 

mmm- (2) I L-2R^3KI^14«fflliS"^W^Sr«'J^U;^c: 





^5 3t 




- 2 R^i^mtifflfla^W^ 


L- 2 R 




(%) i^^-r^o 




^5 3 














I L - 2 Rfg^^ (%) 










IXA I M 


V 


^BP. (FN f r #^@3£^b) 


2 3. 5 


IXA I M 


V 


CH- 2 9 6 


2 7. 2 



Vtim\Z^^^Xyt. ^^"fc^L AKJfflflS^®±fC*3Jt'5 I L- 2R^3^J^^&iSi< 
^S-r'?):ii:7&^*T#}^Co -r;'cl:^^"^^£^tS<^Jfil^f^#^/^:J§i^fe^fflViTLAKSfflfla 

IIJS««I5 4 VhU^^=^>^mW^>/^^no:>%^ (CH-2 9 6Na) 

(1) ci\-2Q Qn&%m^ip^-(om^ 
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g2^J#-^2 7, 2 8<D^j$,DNA'fy^-^— (^n^tlF T ime T CH- 
2 9 6Na liScfciy^P rimer CH-296Na2) <£rfflVi. CH-2 9 6 
^3S^^i5'-"e*-5pCH 1 0 2^mmtZP CRKft^^m^. f#e»n;^DNABff 
it^Nd e I ^J:ZSH i n d I I I X'mmmmmmVfZo — 511^^11^9 9 
/2 7 1 1 7n/^>yUy h <omtl&m 5 mWiCO p C o 1 d 0 4f)^ibm/'^>yU^y 

mT^pCo 1 d 1 4ND2^^^-^i^miyrz., pCo 1 d 1 4ND2^^^ 
-(DNd e I - H i n d I I I U^mm^mzmtt^DN Amii^WA'r^:iii'e 
. — ldl4ND2-CH29 6 :^iZ. Zfn:^ir^y 

(DrnfU^m^^ Kp^-r >cD— g?*^^ c5^^si*T?&r3- K-rs c dna^wt^ p l f 

2 4 3 @2^J#-^2 8. 2 9 (D-^fiKDN A:/^'r-T- (^tl 

-e'nPrimer CH- 2 9 6 N a 2 *3 cfct;^P r i m e r CH- 2 9 6Na 
3) ^m\f^XP CRRft^^m^ f§e>n;tDNA»fM-*B amH I 43j;rXH i n 

d I I I xmmmm^mi'rcc c:^ LTt#e>nrcDNAgffM-^p c o i d i 4n 

D 2 -CH2 9 6 SrB amH I 43cfcCJJH i n d I I I xm^mmUBirnVfchO) t 
y^y'-->3>-r^Z.tiZ^0CH-2 9 6Na^;Kffl^i^:$' — *f^^L.;^c, 
(2) CH- 2 9 6Na<D^3K, 

±failig0il 5 4 - ( 1 ) L^pCo l dl4-CH296Na^ffll.iT 

;*CJ^IIBL 2 1 ^J^Kfe^L, "^(D^nmWii^^ 1 . 5% (w/'v) 
^•^tTLB^ife (T>t!'>U>5 OMg/^mL-^tf) iT^W^-fr^to ^Wb^ 
— <£:3 OmLCDLB^#:^ife (T > tf >- U > 5 0 g /mL^O) tC^M 
3 7t:T— Bfe^^bfeo ik»<£r3 L©|wlLBigft&JC«iML, 3 7 "CT^^IgcJt 

mm^-vmrnvtzo u^a. z.<Dm^(omzit. sl^s— >'T-;^>^— 
(B i o 1 1 aS!) «riSefflL. 1 5 p r pm. A i r = 1 . 0 L/m i nc^^fl^ 
TfTT^Coi^c, Huf2^S^, 1 Sr^TJ^^bfe^, I PTG$r*ligSl. OmM 
tcnC'5J;'5tC^fiPL, -^O** 1 5'C-e2 4B#FB^lgaibT^:K^#$-&/^, -^CO 
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ris-HCl (pH7. 5). ImM EDTA. 1 mM DTT, 1 mM 
PMSF. 50mM N a C 1 ] {CSJB^b^Co J; OM#:«ri«[«^b 

.m'L-^mni, ooorpm 2 0^) iz^o ^^(ommmizttmtiz^m 

bfe. Z.n^2L(Dhu f f e r A [5 OmM Tris-HCl (pH7. 5 
). 50mM NaC I] -^mm^n^^^ '^<^m4 0mL^m^>X^ib\Z^^> 

Tf^t>^^ m^^WzVX 1 0 OmLi^'^S P-S epharose (T-^v^ 
^A:7 7;i/-7e^7ttSSi) Srb u f f e r A-eiafn^#;t:^^A (4>4cm 2 0 
cm) ^mmV. Z.n\zm^^<0'^>':f)V^T'f'7^\^tCo 3 0 0mL©buf 
f e r AT:t;^A^?$fe^Lfe^, bufferB [5 OmM T r i s -HC 1 
( p H 7 . 5 ) , 2 0 0 mM NaCl], bufferC[50 mM T r i 
s-HCl (pH7. 5), 30 OmM NaCl], bufferD[50m 
M Tris-HCl (pH7. 5). 5 0 0 mM N a C 1 ] <7)=& 2 0 0 mL 

^m^>xm\zts'7j^f}^(b(Dm^^m^. lui o omL-ro^^muiiii^i'i-e^tt 
fzo '^mxyfz^m^. 1 o%sDs-PAGEi;:#^i;^Ji^^> ^^'T-mmi lyan 

ai<DU^^>n'^n^f^<'^t^^iii}^^*^':>tzm^2. 3 (^2 0 0mL) ^0 
JiXU, 2 L(Db u f f e r AT^tff^tT^j:ofc. 

:lK\Z. <^lli^5«(c:UT5 0mL5i'<7)Q- Sepharose (T^^ ->-\' A:7 t 
}V'^i^7^m) ^buffer ATlSfa^-lirfe:^ ^ A (*3cm 16cm) S 
ipfiiU, :m\zm^^(0^>':f)V^T':f'7^Vtz. :^7^A?&2 0 OmLOb u f 
f e r AT'j5fe?I^Lfcm> bufferE[50mM Tris-HCl (pH7 
. 5 ) . 14 0 mM NaCl], bufferB, bufferC 0§ 15 0 
mL<£:fflV>TIIStC:^^A75>e.CD^m^ff Vi, 1 0 0 mL-T-O^^-^blii^i- 1 5 
<£^#fCo 1 0%SDS-PAGEtC:#^i;fci^m, Se<Ji$'>/t^5^MO^«r#<"^tJ' 
:i<h*^5i-J5^o/ciii^i- 1 miO OmL<£lHliRL, 2L(DbufferF[50m 
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M mm-th^j^A^mm pH9. 5] X'mm^nur:^rco 

tfVi, 1 0%SDS-PAGET«ilgb^i:C:^, ^^^mi 1 kDa<DBe«Ji$' 

^»J5 5 iSlMm^Jte (AIM V) 5&fflV>;^c LA Kmi^«^tC:fett 
^*^C^S"J5£ (jto?»jgS5 %^ 1 %^0 %-^0 %, 5%— l%-^0. 0 5%^0 
. 05%> 3%— 1%— 0. 05%-*0. 05%, 3%->l%->0. l%-^0. 
05%. 1%— 1%-*0. l%-»'0. 05%) 

humanABikmmmitmmmti^mz 5 %, 3%$>^\,^tl %^wt-§E5^ 
<£^^L., i^l^TIB^S 4 (C^fh uma n ABjfiimii^^r'^trA I M Vigife 

izmi^mm^^mi^rzK^h^n^nn^vrzo 
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/\ n 1 — 1 

0 B B 
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1 0 5S 
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0 ^ 
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. o 7 d 
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jL- usu rtp 


5 % 


1 % 


0. 


0 5 % 


0 


. 0 5 % 


1-2 








0 . 2 


0. 


3 2 1 


0 


.841 




> 




3 % 


1 % 


0. 


0 5 % 


0 


. 0 5 % 


2-1 








0. 1 


0. 


3 2 1 


0 


. 7 4 6 




> 




3% 


1 % 


0. 


1 % 


0 


. 0 5 % 


2 — 2 








0. 2 


0. 


3 2 1 


0 


.643 




> 




1 % 


1 % 


0. 


1 % 


0 


. 0 5 % 


3-1 








0. 1 


0. 


3 2 1 


0 


.643 




> 




1 % 


1 % 


0. 


1 % 


0 


. 0 5 % 


3-2 








0. 0 5 


0. 


All 


1 


.214 




> 




1 % 


1 % 


0. 


1 % 






3-3 








0.0 5 


0. 


2 3 







'i^mmmixmm (x i o«c e i i s/mD 
issLmmm 



5%s 3 %Oh uma n ABjfilti^^trA I M VtCO. 3 3x 

1 0 « c e 1 1 s ymLiiu^^'Dizmmm i - (i) x-mmLtzPEuc^m 
m^i, mmm4i- (d TPiieiL/fc^khCD3^#@^{ty^-h> ^rz^t 

titb hCD 3tn:#:43J;O^CH- 2 9 6 S^^b^ l^- htc 3 mL/':7x;i/-r'r5^# 
Sr5%C02^3 7"CTl^^L:^c (^^OBg) . 

2*3ct;tJ^'2 - 2T^ST'5E^«, 0. 2 X 1 0 ^ c e 1 1 s /mL tT^cC-S.*: -5 

iz. skmmm/'^^->s-2id^z^3-3X'mm-r^m.^it, o. o5xio« 

c e 1 1 s /mL 1 % h urn a n ABjfamSr-^tJ A I M ViZ^ 

D#IRL. (?^«6mL) , H'foS^'fb L-TV^t^cV^ 1 2 . 5 c m^MflS^^:? -^X 

118 



wo 2005/019450 



PCT/JP2004/012238 



niz^LfZo ^-E^tw^SViTi^i^ms 0 0 U/mL ttii^J::^ I L- 2 S:»ab 

/to 

mmmti^7 Bmiz\tikmmm/'^^->i-i-cmm-r^^^\t. o. 32 ix 

1 0 ® c e 1 1 s /mLi/lcSJ^-^tCh uma n ABJlil?i$:^^75:l^>A I M V 
ICcfcO^IRU (IK«12. 6mL) , ifiltf lgS/\'i5^-> 1 - 2 *5 J:tJC 2 - 1 
Hf-SE^i't*. 0. 321X10* cell s /'mL tTicSJ: ^ 0 . 0 5%h 
uma nABJfa?i<&^trA I M ViZJ:K>^^V (mmi2. 6mL) . ^felfil 
mi^igA°i$7 — >2 - 2*5c}:r>'3 - ITig^-r^E^fiO. 321X10^ ce 1 

1 s/mLi:;5:-5ck^{C, jfamig^A'i$'-> 3 - 2 Tig^-T'SE^^-fiO . 417 

X 1 o« c e 1 1 symLtysi^ji^iz. jbLmmm^'^^-> 3 - sT^mmt^m. 

mtO. 2 3X 1 0« c e 1 1 s/mLt75:S<J;"5tC-€-n-?no. l%huma 
n ABjfam^&^tTA I M VtCfcO^n^^ni&f^b (^S»12. 6mL) , #E 
^HfBJt)@^<bLTVi;^CVigTLVi2 5 cm^iKBflait«7 7XziS:3LT/S:'bc0tc:^ 
n-e'ni^bfc. ^E:5^{C*5ViT*|jS^5 O 0U/mLi;^j:SJ;-5 I L-2^^ilD 

i^^Pl^t&l 0 BetC«jflimiSmA^->l - l"e^^-rSE^i-«» 0. 873 
X 1 0 « c e 1 1 s XmL ttJi^Jz'^iZh uma n ABsfa.m^'^^fJi^^A I M 
YiZ^^^mV (^ai2. 6mL) , Jfa?»ig!g/ti^- > 1 - 2 T^^f SK^^- 
itO. 841X10^ eel Is XmL tU^^olZ. jMtf it^/N"^' — > 2 - 1 
-cmmr^m.ii-\tO. 746xi0«cell s /mL <h;'^c^ tc. skmmm. 
/'^^'->2-2^<kU3- l-vm^-t^J^^itO. 643X10* ce 1 1 s/ 

mLtu^j^oiz. skmm^/'^^->s-2X'mm-t^^^iti. 214x10 

* c e 1 1 s /mL tU^J:o\Z. 0. 0 5 %h um a n AB idm^^ts A I M 
VlCj;0-en'€n^lRb (^S12.. 6mL) , fnJfeH^^kbTl/iJ^Vii&rbl^ 2 

5 cmmmmmy^xn^iLxrz'h<D\z^\^rzo ^m.mzm^xmmm5 o o 

U/'mLi:;^j:'5<t:-5 I L - 2 ^miJQOfco 
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15 5\Z 






ms 5 


















- 1 


ClCD 3 +CH- 2 9 6 


4 6 0 
7 0 8 




-2 


SlCD 3 

taCD3+CH-296 


3 5 4 
6 16 




- 1 


«lCD3 

iitCD 3 +CH- 2 9 6 


3 3 8 
6 3 0 




- 2 


laCD 3 

tfiCD3+CH-296 


2 8 9 
5 14 




- 1 


^CD 3 

fiiCD 3 + CH- 2 9 6 


3 17 
5 5 1 




- 2 


UCD3 

taCD 3 +CH- 2 9 6 


2 4 3 
5 8 7 




-3 


taCD 3 

taCD3 + CH-2 9 6 


2 5 7 
5 6 4 



x%. nmm mcD3mw<D^\z^^mwL) tit^Lx ch- 2 9 e^^z^m 
cD3mmz^ommi^rzm\z:^^^xM^^u.izmm^^^'^^nrzo ruio-^. s 
0 m-Lmik^mi^i^rzjkmmmiz^i^^-L AKmm^mizioi^^x s ch- 296 

. BMibfi^izm^^u^izmmrnxLAKmrn^mm' mmr^:it:fy^x^rc. ^r^. 
c<Dii^<Dmm\z^n^mmitMmm • Mm^mx^K). ch- 2 9 gt^m-ts 

iiiilz^Ki. :i(DJ:'DU^wy\z^^'^xh. m^-^^iz^^^il::kmm^X$>r) . c 

H - 2 9 6 e>nfe. 
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^mm<DmM ( I L-2mB.. l O OU/mL-»l 5 OU/mL-^l 5 OU/m 
L-*3 0 OU/mL^ 2 0 OUymL-^S 0 OU/mL-^S 0 OU/mL-^4 0 
OU/mL. 10 0 OU/mL— 5 0 0U/mL-*5 0 OU/mL-^5 0 OU/ 
mL) 

^mmi^miij^zfmRmzmija-r^ i l - 2 ^i^^Tie^ 5 e - 1 \z^-r^ -5 



^5 6-1 

















4 as 


7 BB 


1 0 Bi 


I L- 2J8S/N'^— >1 


10 0 


• 1 5 0 


15 0 


3 0 0 


I L- 2i8S/^^— >2 


2 0 0 


3 0 0 


3 0 0 


4 0 0 


I L-2mm/^^ — >3 


10 0 0 


5 0 0 


5 0 0 


5 0 0 




* I L - 2igl 


t (U/mL) 






3 %Oh uma n ABlftLMSr-^tyA I M VlC 


0. 33x10 


« c e 1 



mi^iifsi^^^izmmmi- (1) -vmnvtzp BMC ^mm^. mmm4i- 

(1) -vmmVfzmyihCD 3tfii^m^ity'U-h. *fc^ifc^t: hCD Sta^^s 
cI:t)^CH- 2 9 es^ityi/- hlC3mL/'>x;U-ro*#, j^M^ 1 0 0 U/ 
mL, 2 0 OU/mL^SVitil 0 0 OVymLttn^^'DiZ I L - 2 ^r^JbDU 

cn^oyw- hSr5%co2 4" 3 7x:Ti^mvrz (^mosm « 

^#^i&^4 BS(C^I>C:Ji'«h'b, 0. 1 x l 0« c e 1 1 s /mL <h-^j:^ J: -5 
»C1 %h uma nABJfatiSr^trA I M VtCJ:D#3|Rb (*0tfi6mL) , Mt> 
H^^bLT^^ncVi 1 2. 5 cm*)ilSa^ll:7 7;^=itc:-en^n5^Lfeo IL-2 
mJ^/'^^-y 1 (C*5l/iT«*lii.gl 5 0U/mL^;^j:^ct-5tC, I L - 2 ^i^/N' 

— >2tC*5^iTti3 0 OVXmL iiU^J:o\Z, I L- 2 aig/tiS7 — > 3 tc:*5 
V>TH5 0 OV yml.il fJi^^'^iZ^ti'^ni L-Z^mtaVTz, 
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^mrnP^T Bm\Zit^^^th. O. 262XlO«cell s/mLht^^ 
ck^tCO. 0 5 %h uma nABlfamSr-^tTA I M VlCck (f^S 1 2 
. 6mL) > isj%mitithTif'^fJi\^^mVi^^2 5 cm^m^i^^y^7.::it:^LXft 

iz. I L- 2mm^^^—>siz^^^xit5 0 ovxm-Ltu^xz>\z^n-^n i 

L - 2 ^miJUVTco 

^mmttbl 0 B e^Ctt^E^i't'b. O. SSSXlO^cell symLtU 
^J^^iZO. 0 5%humanABlfiimSr-^trA I M ViZ^^^^V immi 
2. 6mL) , ^BIfe@^<tbTVini:V>j^UVi2 5 cm*iaBflai$^7 7X3Sra:T 
fzhCDiZ^n^en^l^rCo I L- 2?g^A°^-> l (C:fe(.iT«*llgS3 O O 
mL«J:^-5J:^lC, I L - 2iimA*i5^-> 2 {C*3l^iTti4 0 0 U/'mL <i:3^<i:S<i; 
^(C, I L - 2ii^/1:$'~>3fC*5liTfi5 0 0 U/mL tJ^CSO: 3 tC-en^*n 
I L - 2 ^?^jtJPb;/co 





t5 6 


- 2 ic^-r. 




^5 6-2 
















I L - 2M/^:5'- 


> 1 


ttCD 3 

fttCD 3 +CH- 2 9 6 


3 12 

5 2 2 


I L- 2iSfg/1^'- 


>2 


taCD 3 

tfiCD 3 +CH- 2 9 6 


3 3 1 
7 3 0 


I L- 2iig/"<^- 


>3 


trCCD 3 

i^CD 3 +CH- 2 9 6 


14 6 
5 7 1 



6 - 2tC^$nS^-5l3, i^f^Ptrca^ir© I L- 2igmT^SIb/S:LAK 

V 
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cH- 2 9 6:^^zsmcD3mmz^omm-r^ctx. mcDs^i^mnxm 
^rco rnra. :i<Dt'^<Dmmiz:h\i^^mmitMmm'M^'mx'&o. s/c. jfiL« 

3 OmLUltLX^mmmmi!)^! OLX;^^:it^mmVX:iSO. CH- 2 
9 6Xmm-r^Z.HzJ:K). HOJ^oU^^TiZi^l^^Xh. m^^^\ZWi^^^±i^ 
m^X$>0> CH - 2 9 6(D^9J}\i.A^mibibtirco 

mmm5 7 i&jkmmmiAiu v) ^m\f^xmmiyrzLAKmmmm^iz:to 
i^^cDs mikmm^mitm ( i l - 2 mmo^m) 

(1) LAKmm<Dmm^^zs^m 

mmm 5 e tmi^<o:f3mxi.AKmm^mm • mmi^r^o 

(2) LAKmmiz^hi-f^cDsm^mmMm^^itmomi^ 

m5 7 tc^-r. 



*5 7 









CDSfii 




■m (%) 


I L- 


2igm/1:5'-> 1 


^CD3 

taCD3 +CH-2 9 6 




6 0 
6 5 




I L- 




jSxCD 3 

faCD 3 + CH- 2 9 6 




6 0 
6 2 




I L - 


2 jgS/'^^->3 


iaCD 3 

^CD3+CH-2 9 6 




5 9 

6 7 





2 9 6:hJzUmCD3mmzJ;:Kimmiyfzmz:til^Xmm^<D'LAKmfk'P\Z:ti 
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mmmsa uMmi^m (aim v) ^m^^rcLAKmmi^mmiz:hn^iu:k 
^mmtxbwmmmmm^ 0 . ossxio* cei i s/mL, o. i e 7x 

10^ eel 1 s/mLS^l^ittO. 3 3 X 1 0« eel 1 s XmL(D^^^^ 

(1) ^ib hCD3jfL#:*<ktXFN:7^y^>hEg^ib 

mm\z\t.^mmi\zt^W.(Dy ^':ru^^C'^>y=7^)f^>h (CH- 2 9 6) ^ 

*liiS2 5 At g/mL«b7^C^«t^tC^>J!jPU?to ^SSihbT, CH- 2 9 6^mj!JP 

;^Co <5&fflaHfllCtd:cn^<7)l$«g§*^7i^^>fiit: hCD 3Si;<*^ • CH- 2 9 6 ^^tS 
PBSS:®§ll^5fe^v ^-^xJl/SrPB S-C2lHl, R PM I ^ilfeT 1 lHli5t^L/=&ll 

mz^x^it., 

(2) L AKifflfla(DM#43itJf^* 

3 %CDh uma n ABjfilM &^tfA I M V{CO. 0 8 3 X 1 0^ eel Is 
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XmL. 0. 167xi0^cell s/mL^SlsfiO. 3 3X10* c e 1 

1 s /mLtu^jioiz^mmi- (1) x-mmi^fcP BMC ^^n^nmmm 

. 0. 083X10* cell s/mL*Sl^«0. 167X10* eel Is 
e^mm^mzfU—hiZ? . ^ml./^:r.)Vt^. ^ti. 0. 33X10* ce 

1 1 s/mi.-Qmmmi^'t^^mt.^mmsB- (d Tis3igL;^tiifchcD3 
tyiwm^iti znmmi^my'i^-v. sfc^^h hcd 3j^#:43cttKCH- 2 9 

1 0 0 0\jyml.iiU^^o\Z I L- 2^^j!jpL;/t. dtl^© h 5 % C 

02 4^3 7X:Tl§^Urc (1S«0 BS) o 

^#§a$&^4 Batw^E^«. ;g;*i:0. ixi0*cell s /m L t T^C -5 J: 
^{3 1%humanABjfilfi$:^trA IM Vtdd; (?g^«6mL) , M 

t>@^{bLTV^)5:Vii 2. 5 cm*i9B)3a^§l:7^xzitCi^L.;t. ^E^^-tc^BV^T 
^i@S5 0 OU/mL <i:7^j:§J:-5 I L - 2 ^^iDUfc. 

7Bg(CttO. 083X10* eel Is /mL b^SiE^J- 
0. 227XlO*cell s /mL t?^C^<k "5 tC. 0, 167X10* e 
ells /'mLTi^^M$&b;tE^JiO. 276X10* eel Is /mL <h;:t 
^<fc"5tC> ^7^. 0. 33X10* cell s /mL 0 . 

465X10* cell s /m'Ltti.^J;^o\Z. -^tl-^tlO. 0 5 %h urn an 
AB!^m^^tSA\U VfCckO^&JKU immm.±l2. 6mL) . f5jt)@^{l: 
LTli}^j:Vi!&TL.li2 5 c m^ia8flai§«:7 <&3tT;t feCDtC-S-n-e'tl^^L^t, 

^E^^-tC^JliTJfeligms 0 OU/mL^T^cSi^ I L - 2 Sr^jbnLfe. 

i$il^$6l 0 BetC«0. 083X10* cell s /mLT^aiP9i&UfeE 
0. 58X10* eel Is /ml^ }iU^^o\z. 0. 167X10* c 
e 1 1 s/mLTi§^§li&L;tE5i"«0. 7 5X 1 0* c e 1 1 s /mL ii/Ji'S 
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^OiZ. ^Tz. 0. 3 3 X 1 0« c e 1 1 s/mLTl§«W$feLfcE:«'ttO. 7 
9X 1 0« eel 1 s ymhtU^^'^iZ. -en-^no. 05%humanAB 
Skm^^tSA IM VtCcfcOI^IRL/ (^«12. 6mL) . isj^m^ithX^^t^ 

i^o^m^^m 5 8 tC^T. 



as 8 







m 




(X 1 0«c e 1 1 s/mL) 








0. 0 8 3 


taCD3 




7 0 




{aCD3 +CH- 


2 9 6 


5 9 3 


0. 16 7 


»tCD3 




10 4 




fixCD3+CH- 


2 9 6 


5 2 5 


0. 3 3 


$xCD3 




2 7 2 




fiiCD3 +CH- 


2 9 6 


5 6 5 



^5 8\z^^n^^viz. \^^-m<Dmmmmx'i^mmii^\^rc^^\z:iQ\,^xh. 
nmm mcD3tfii^<o^\z^^mm titmi^xcn- 2 9 e:tij:zsmcD 3 
tfimz^K>mmvrcmizidi,^xWi^^w:±^mm*m^nrz. -rut)-^. m^(Dm 
mmmxmmmti^i^xhcH- 2 9 6iij:zsmcD3i^mz^KimmT^:itx 
, m.cD3mi^mnxmm'r^j:iKih. m^f)^izm^^±^mmxhAKmm^ 

mmi oL^m^vrch<Dx$>Ki. ch-2 9 exmrn-r^iitiz^fo. c(d^ 

*t^«e)e>nfe, $e>t3, timmizii\,^xitm^stmit^mmmmmmiz^K>m±mm 

m:^^i^^<^m'r^m=F^m^-^nrz^^. ch - 2 9 6iz^ommvrzm^x\t 
. mmmtt^mmwmm^izmtD^r. ^^Ltztii^^mmm^nrco 

12 6 
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mmm59 i&ikmmm (aim v) t:m\^^rzi.AKmmmm^iz^\,^^Ui:k 

3 %©h uma n ABlMm^'^trA I M VlZ^^^thO. 33X10® ce 

1 1 symhtu^j^oiz. mmmi- (d •x^mmLtzPBMc^^n^nm 

tat hCD 3ia#:43<kU:CH- 2 9 6 H^^jkyu- htc 3mL/''>a:;U-r^^^ 

mmmti^W:2 Bm$>^i^it3 Bmiz^n^ti2 Bmmom.^. 3 Bmm<Dm^ 

J§aiWi&^4 BSlC^E^^-tfc, 0. 1 X 1 0 « c e 1 1 s/mLt^^cC-Sct^ 
ICI %h uma n ABifiim<5r^tlA I M VfCckO^fRU (mmQmL) . {pffe 
H^^kLTl/^j^cC!.^ 1 2. 5 cm^«^«:7^X3tc^n^*n^U^c. ^^^iz 

iii^^xmmmso ouymLtu^^oiz^n^tii L-2^WiMvrzo 

1^mmi^7 BEiZit^m^iih. 0. 4 5X 1 0« c e 1 1 s /'m L t -5 =t 
^tCO. 0 5 %h uma n ABjftltf ^r-^tfA I M V tCcfc D ^tlRb 1 2 . 

6mL) . feit)@^<tL/TLi7:c(.ijSWH.i 2 5 c m^ifflflaig^^^y^nSrStT^t) 

ni L - 2 Sr^iDL;^. 

l$«P^$6l 0 BStCti^E^i-tt). 0. 6X 1 0« c e 1 1 s/mL^nt-Sct 
^(CO. 0 5 %h uma n ABifiim^-^trA I M V»Z i 0 #|f?L 1 2 . 
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6mL) . Mhm^itUX\^^Ui^^§iL\,^2 5 cm'mm^my^7.zi^±xrcih 

ni L - 2 <£r^jtFDbfeo 



^5 9 









mmmr^ 2 a 


iaCD 3 


2 6 6 




iJtCD 3 +CH- 2 9 6 


4 3 8 


mmm!s\ 3 b 


mcDs 


4 2 4 




mCD3 +CH- 2 9 6 


5 6 2 


mmmm 4 a 


JnCD 3 


2 5 7 




tnCD 3 +CH- 2 9 6 


5 6 8 



ms 9\z^-^n^j:o\z. ^mmti^f^j:Kim^ (DmmmmxmmLrzL AKB 
mmmiz^\^^x. ^^rn(Dmmmm<DK^iz:ti\^^xh. nmm mcD3mi^<D 
^iz^^mm) hftmvxcH- 2 9 6ii^z^mcD3m.mz^Kimmi.rzmiz 
i5ViTi^viit;*cig*«q#^nfco ■rr^iDt>. mmmr^^mmLxh. ch-2 
9 6io^umcD3mmz,^K)mrkr^::tx\ tfiCD3mi^m^xmm-r^.k 
K>h> m^^^iz^\^^m.±mmmxLAKmm^mm-mm-t^:iti!)^x^rzo s 
fe, c(Dt^(D^m\zid\,-f^mmit^mm'^mmx$>D. ^rc. itmrnm^s 

0 mLUifSLXMmmi&M-fyn 0 LT*-5il<i:^2®^bT*5 0, CH- 2 9 6 !) 

0. CH- 2 9 6ow?iitt7&w«)e.nfc. 

^mm(Dm^ (CH-2 9 6Na) 
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(1) *rib hCD 35T:#*5«l:r>'FN7^^^> NSJt'fb 

^T<ommx'mm-r^mm^Uizm\i h c d 3 mi^:^^zsF N>'^^^>h^ 

mmitVfCo Tt^C^D-^ 1 2 7t*fflflS^S7'U- KtCtrit hCD 3*1;^$: (^ii^ 5 m 
g/'mL) <£r^tPPBSi&l. 9 mLr'3>^n-e*n^j!lDLrCo COBt, FN:7 5 
^^^ >h^ilI]g^tC«^J£0>l5 4{CiEfit<7)"7W'yD:r^^^>r'^>^^>N (CH- 

2 9 6Na) ^mmm28. eusy'mLtfji^ji^izmmi^rci^mtvx. 

CH- 2 9 6 N a Sr^iQ L7^CV>I¥ t>^^ L;/^, 

fzo i^mvM.mizitcnih(Dmmmm^^^\i h CD smi^ ' cH-296Na<& 
^tsPBs^f&^m^m. ^ox.)i^PBsx'2m. Rpuimmxim^i^i^ 
^mmz^vtco 

(2) LAKmm<Dmmi^j^z^mm 

3 %CDh uma n ABjfiltf Sr-^tfA I M VtcO. 33X10^ eel Is/ 

mL<h7:j:^ct-5{3^j£««j 1 - (1) xmrnvTzP BMC ^-^ti^nmm'i^, SISS 
««j6o- (1) xwiimvrciii\:LhcD3mi^m^immmmzfu-h. ^rdtm. 

t hCD3iH#:fcJ:DCCH- 2 9 6 N a H^Yk^BflaJ^liy Ix- h 3 mL/':? a: 

)u-rrD^\^^rzo ^fz. CH- 2 9 6N a^mm^mm^iz^o^^^mua-r^K^T^ 
tc^fevixti, tit t h c D 3 mi$-mmitmmmmy]^'- hiz^ ^^rcmmizn lt, 

p. g/mL«i:;^j:§ck^{3CH- 2 9 6Na^^Jpb;t. ^-n-?-*n©E^ 
t3*3^iT^J8;Sl 0 0 0U/mLi/j:§cfc-5tC I L - 2 S:^.*OLAco iine,(?5:/ 

1§^I8$&^4 aaic. ^E^<i:t>0. 1 X 1 0« c e 1 1 s /mL t^^c-Sct "5 
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mmmi^T B^iZit^K^t^O. 5 X 1 0« c e 1 1 s/'mL<h;:c^cfc^(C 
. -etl^'no. 0 5 %h uma n ABjfiiff ^^tfA I M Viz^O^$iL (mm 

12. 6mL) . i^hmMitvxi^^m^mv\^^2 5 cm'mm^my^^^n^tL 
xrzhmz^ti^tif^i^rco ^m.mzti\.>Tmmm5 0 ouxmLtfji^^o i 
L - 2 ^mmLfco 

mmmtl^l OBmiZit^K^^^O. 94X l o« c e l l symLtU^hJ: 
^IZ. ^tl^no. 0 5 %h uma n ABjlii?i$:^trA I M V{c:J;i5^fRL ( 

^Si2. 6mL) . <^'hm^i\:Lx^^fj.^^mv\^^2 5 cm'mmmmy 

•5 I L-2^mmLrzo 

i^^mtt^i 5BBizho/^>:/)u-mm^\zx^mm^^9Ymi.. mmmnhm 
<Dmm^tttmLX(DW^±i^mmtLxnmLrzo ^mmt2mxn'Drzo ^<d 



CH- 2 9 6Na^®^{b*'5l.i«^?K-^^tDL^lirnoD|E:^{C43liTfciiiVi 
te;^:^«^*q#^n/io r^^.c^b-^. CH- 2 9 6Na*3j;DCmCD3ia#:(;:J:0 



ttCD 3 ■ 

fttCD3+CH- 2 9 6 Na@j^{b 
MCD3+CH-2 9 6N a igfe^^JO 



2 2 2 
9 2 2 
6 5 1 



13 0 
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^jfii. m^i^^f^mi oL^mMLrzh(DX'$>o. ch-2 9 eNaTfiMf 

H-2 9 6N a<Dm9J!immtb^nrzo 

mmm e 1 ch - 2 9 e e-xc^f^fife . 

CH- 2 9 6^m^4fr^rztt>(D\i-XtVX. Dynabeas M-45 
0 Epoxy(Dynal ttSf) Sr^ffl Lfeo 2 . 8X10 »^CDD y n a b 
eas M-450 Epoxy<£0. IM'J >^^^^ ( p H 7 . 0 ) T 3 IeI 
^Jfe^Lfe, tJfel^b;tD y n a b e a s M-4 5 0 Epoxy 2. 8X10 
CH- 2 9 6 1 4 0 w gilr-^trPB S 0. 7mL{C!8I^L, ^<rg 

my;u:/5> (hsa) <&^trPBs o. 7 mhx 3 mm^i^tcm. 4x:x'^ 

WVrzh<D^CH- 2 9 6 H-XtLtco 

sfe, cH-2 9 6 ^^^'r\z}d-x^mmizmmi.rc%<D^MmkL-xti^ 

mtl&m6 2 CD 3/CH- 2 9 6 b*-X<Df^^ 

CH- 2 9 6 itfiti hCD 3m{*:<b^@^<k-r-57ta6(Db'-XiLT, Dy n 
abeas M-4 5 0 E v> o x y ^^mVfCo 4 X 1 0 «<®©D y n a b e 
as M-450 EpoxySrO. 1 M U >S?i^«^ (p H 7 . 0)T3lEliJfe 
^L'fto ^^VTcD ynabeas M— 450 Epoxy 4Xl0^fla$r 
. CH- 2 9 6 1 6 0 g. tat hCD 3Jri#:3 2 M g^-^tTPB S ImL 

0. 1 %Ot hjflimT;i/:/5> (HSA) €r"^trPB S ImLTSlHlfi^Ufc 
m> 4X:X^WVrch(0^CD3/CH- 2 9 6 \^-xtvrzo 
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^^^©S'J^ (FNf r H^^bbi-X{CJ;-5*!ia![) 

mm,mmm^W (t*-X) ic03t^b$n:/b:7^':/p^.^^>:7^i^;^>h (c 

H- 2 9 6) ^ffll^^TOL AKlfflfla^*lC^t-^?;il^^5SiSLfc„ 

;:c^i^fl8t:-XT'f!l^-r^E5i' (CD3f-XE^) > CD3e-X<hCH-2 
9 6 7!>?t*~Xl'ia^^k;$tlTViSCH- 2 9 6 \f.-X\Z.^y)%mt^^^ (CD 
3 t*-X+CH- 2 9 6 t'-XE^) . IriC D 3 tri^i; C H - 2 9 6 7^^' tf-X{C 
H^^k^tlTVi^CD S/CH- 2 9 6 e-XtC^ 0*fl«[-r^E^ (CD 3/C 
H - 2 9 6 tf-XE^) ^^^b^c. 

1 %(Dh uma n A BifiitS^^tr A IM VtCO. 33Xl0^ceIls/ 
mLi/cC'2><k-9{c^Sg0!l 1 - (1) Ti^S{L;^PBMCi£rM^^, fsjfeHJt-ffcL. 
TViTtcVi 1 2 7^:^«7'^- htC3mL/'>a:;uroS^, CD 3 li-XE5)-tiC 
D 3 t*— X* (Dynabeads M-450 CD3 (panT) . ^U^X 
DB11113) ^1X1 O^^/'^x;!^, Umm^ ITiiiSbfc^Mt*- 
X<&3. 8 X 1 0 ^^SZ-^xJl/tTjc^Jc^lC, CD 3 k*-X+CH- 2 9 6 t*- 
XE5^-«CD 3 k'-X<£: 1 x l 0«<@//«^x;P, llJSfiaje 1 TPSaLfcCH - 2 
9 6e-X<&0. 7 6 X 1 0 ^iS/'i'xJl/iAcC^ct^tC. CD3/CH- 
2 9 6 \±-XU.9tnnm,m^ 2-eSS3S!L;tCD 3/^CH - 2 9 6 t:-X^2. 3 
X 1 0 «<@/'^x;U«i:;^Scfc-5(c:^»Pb^, :i.)V\Z\mWi^\ 0 0 OU/m 
L<i:;^j:'5«k"5tc:iL-2 <&^j!iPL;/t. c:n^><Dyu— h$ 5 %C02 "t" 3 IX,^ 

^MP8i&^4 Bg{C^K^)-<i:fei$^|^4'fC"^^n-5#t*-X<&'7y:^5^.f ^> ^7 
Xi$'> KfcJ:DI^^L;^©-fe, 0. Q7xio»cell ^/m\.t.fs.^^o\z. 
. 1 %h uma n ABjflim^-^trA I M VtCctO^IRL (?^*6mL) , Hfe 
H^^bLTViT^CVi 1 2. 5 cm^«fflflai^«:7^X3{C^L7^:. ^E^J^lC^SliT*! 

13 2 
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mmmti^l Bm\Z\t^B^thO. 2 5 x l 0« c e l l s ymLtrji^J:^ 
13 1 % h uma n ABifiim^'^trA I M ViZ^O-^n^tl^^l. (mmi2. 
6mL) > i^hm^itl^Xi^^U^^-^^jVi^^Z 5 cm'mmi^my^7.u^iLXrch 
(7){C-en^*n^L^, ^K^iZ:t5\^>Xtf^mm5 0 0U/mLtJ^d:§J;"5 I L - 2 

i^HPI^^l 0 B^iZit^m^thO. 685X10« ce 1 1 s ^mL tU^ 
cfc^tC. 1 % h uma n ABjfiiti<&^t^A I M V {c J: 0 L 1 2 . 6 

mL) , isihm^itLX^^ti:\^^1S\\^l^2 5 cm^mn^^my^Xn^tLXtzhO) 
iz^l^fco ^^^iZiii^^xmmms 0 OVym-LtfJi^^o I l - 2 ^^^DL^c 

e 

mmmphi 5Bmizho/'^>-:/)v-m^mzx^mmik^mmv. mm^t^m 
(Dmmm,titmvx(Dii::k^mmtvxntiivrco ^mmt2mTn'Drzo t<D 



*6 1 









C D 3 f— X 


tnCD 3 


4 2 0 


CD 3 f— X+CH- 2 9 6 f— X 


trCCD 3 +CH- 2 9 6 


8 3 0 


CD3/CH-296 t'-X 


titCD 3 +CH- 2 9 6 


7 4 8 



me nz^-^ti^^viz. ^\:L-xiz^iommvrcL AKmmmm\z:isi^^x. 

CD 3 \d—Xm.^ttic^iyXCD3 bi-X+CH - 2 9 6 \z — Xm.^ii^ZSCD 

s/cH - 2 9 6 \:^-xm^iz^y)mmi^rzK^\z^\,^xmi^ti:i^mmmm%^ 
ntzo TutDt,. mmmmmmi^tLx\i-x^m^>fzhAKmm^wz:fi\^^x 

, CH - 2 9 6ii.kZStnCD smi^^m^it.Vraid'-XiZ^iDmm^^^iiiX. 

mcD 3m.i^mn(D\i'-xxmm-r^j^ohs m^t)^iz^i^u.i^mm^xh ak 
mm^mm ' mm-t^:i^:^^x^rco ^rz, z.(Dii^(Dmmiz:io\f^mm\itMm 
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n ^ CD ami^mm-^^itm (FNf rm^itif-xiz^^mm) 

(1) LAKiaBfla©^s*3ctt>'^^ 

(2) LAKmmiz:inf ^ CD 8 mi^Lms^mm^^itmcDmm 
^6 2 fc^-r. 



*6 2 





mmmtthoBmmm 




CD 3 e-x 


iriCD 3 


4 7 


C D 3 tf— X+ C H - 2 9 6 tf— X 


taCD 3 +CH- 2 9 6 


4 9 


CD 3/.CH- 2 9 6 f— X 


tflCD 3 +CH- 2 9 6 


5 9 



CD3 t*-XE5^'«i:it^LTCD3t:-X+CH- 2 9 6 b*— XE^*5 J:tXC D 
3/CH- 2 9 6 f-XE5^>fCcfcO$a^b;^E5^tC*3ViT^^4'OL AKJNHflS'*' 

mmmi^ti.x\^-x^m\^^rzLAKmmi^miz^i^^x. ch-2 9 6*3j;tjf^ 
c D 3 mi^^m^itLTz e-x(Ccfc 0 ^iisitT 5 ;i <i:T. d 3 mi^^n<o tf- 
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SEQ 


ID NO 


:1 : 


Partial region of fibronectin named 


III- 


8. 


SEQ 


ID NO 


:2 ; 


Partial region of fibronectin named 


lu- 


9, 


SEQ 


ID NO 


:3 : 


Partial region of fibronectin named 


ll I- 

ABA 


10 

A V* 


SEQ 


ID NO 


:4 ; 


Partial region of fibronectin named 


I I I- 


I 1. 


SEQ 


ID NO 


:5 : 


Partial region of fibronectin named 


III- 


12. 


SEQ 


ID NO 


:6 : 


Partial region of fibronectin named 


III- 
X A A 


13 


SEQ 


ID NO 


7 ; 


Partial region of fibronectin named 


I II- 
A A 1 


14 

A 7* 


SEQ 


ID NO: 


8 : 


Partial region of fibronectin named 


CS-1 




SEQ 


ID NO: 


9 ; 


Fibronectin 


fragment 


named C-274. 






SEQ 


ID NO: 


10 


Fibronect in 


fragment 


named H-271. 






SEQ 


ID NO: 


11 ; 


Fibronect in 


fragment 


named H-296. 






SEQ 


ID NO: 


12 ; 


Fibronectin 


fragment 


named CH-271. 






SEQ 


ID NO: 


13 : 


Fibronectin 


fragment 


named CH-296. 






SEQ 


ID NO: 


14 : 


Fibronectin 


fragment 


named C-CSl. 






SEQ 


ID NO: 


15 : 


Fibronect in 


fragment 


named CHV-89. 






SEQ 


ID NO: 


16 ; 


Fibronect in 


fragment 


named CHV-90. 






SEQ 


ID NO: 


17 ; 


Fibronect in 


fragment 


named CHV-92. 






SEQ 


ID NO: 


18 : 


Fibronect in 


fragment 


named CHV-179. 






SEQ 


ID NO: 


19 ; 


Fibronect in 


fragment 


named CHV-181. 






SEQ 


ID NO: 


20 : 


Fibronect in 


fragment 


named H-275-Cys. 




SEQ 


ID NO: 


21 ; 


Primer 12S. 










SEQ 


ID NO: 


22 : 


Primer 14A. 










SEQ 


ID NO: 


23 ; 


Primer Cys-A. 








SEQ 


ID NO: 


24 ; 


Primer Cys-S. 








SEQ 


ID NO: 


25 : 


Fibronect in 


fragment 


named CH-296Na. 






SEQ 


ID NO: 


26 : 


Polynucleotide coding Fibronectin fragment named 










1 


3 5 
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CH-296Na. 
SEQ ID NO: 27 : Primer CH-296Nal. 
SEQ ID NO: 28 : Primer CH-296Na2. 
SEQ ID NO: 29 : Primer CH-296Na3. 

m^^fzm^T^^. m:k^mm^m<. mmmmmmm<m^^n. il-2r 
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« 1 um.<D:^mo 
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el l/cm2 ~5x 1 0^ eel 1 s/cm^ *3ckCX/S^cfi 

(b) mmmn^m<D^m^<Dmm(Dmm^K ice i i/'mL-sx i c e 

(c) «IBflS^^?S4'®Mfl§Oii^j&t2x 1 0« c e 1 1 Sx^mL-l x i 0« c 
e 1 1 s/mLT*^, Sfcfi 

10 = eel ls/cm2-ixio« eel Is/cm^ T^S, 

13 9 
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19. 7^:/D^i^^>. ^o)y^^^>h^rzit^ni^<Dm'^m^^m^^ 

2 0. mmmmi^o>/miz^^m^i&^^^mx-r^j:m^-^^\z^tsmj^mi 
-16 vi"rn?5^ 1 mizmwL(D:^m, 

21. n^isjte^^u hD':7<;u;^, TT^y^-r^w;^, T7^yiss#'^-f 

22. SH?imog2^J#^2 5fctBmcD7^y^BS3?iJ (x) , ^fc«TSy®?SB 
(x) fC:teViT 1 t)U<«1ilS[<@©T5./m*«^^, #iOfcb<«ei| 

/^gS^J (y) ^WT^tJ? U HT^o T, T^y^S2^iJ (y) ^ 

2 3. tt5}c:g2 2(D4^U^y^K<£:n- Kf-S^^o 



14 0 
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2 4. (1) ^mm^2 6izBm<Dmm^m:^^i^fji^DNA. (2) n^mmn 

U K <£r 31 - H r ^ D N A e ;:c S iS^lg 2 3 IBm^^^o 



4 
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HCI/JP2004/012233 

B^Si^fl^lf 04.10.2004 



X 

o 
o 
o 



w — f 5 
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" Ca l<ln 



u 
in 
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O 
UJ 



CD 



] 



CO 



raj 



US 



m 

I 

o 
111 



J 



CO 





<tii 



I 



1/1 



s # ;i ^ ^ (»J26> 
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miVCimQ 21 FEB 2006 



SEQUENCE LISTING 

<110> TAKARA BIO INC. 

<120> Process for the preparation of lynphocyte having cytotoxic activity 

<130> 04-058-PCTJP 

<150> JP 2003-298208 
<151> 2003-08-22 

<15D> JP 2004-699 
<151> 2004-01-05 

<150> JP 2004-115648 
<151> 2004-04-09 

<150> JP 2004-222441 
<151> 2004-07-29 

<160> 29 

<210> 1 
<211> 87 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> partial region of fibronectin naned 1 1 i-8 
<400> 1 

Pro Thr Asp Leu Arg Phe Thr Asn Me Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Vai Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr 

80 85 



<210> 2 
<211> 90 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> partial 



region of fibronectin named III-9 

2 /A 6 
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<400> 2 

Gly Leu Asp Ser Pro Thr Gly lie Asp Phe Ser Asp Me Thr Ala 

15 10 15 

Asn Ser Phe Thr Val His Trp lie Ala Pro Arg Ala Thr lie Thr 

20 25 30 

Gly Tyr Arg Me Arg His His Pro Glu His Phe Ser Gly Arg Pro 

35 40 45 

Arg Glu Asp Arg Val Pro His Ser Arg Asn Ser Me Thr Leu Thr 

50 55 60 

Asn Leu Thr Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu 

65 70 75 

Asn Gly Arg Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr 

80 85 90 



<210> 3 
<211> 94 
<212> PRT 

<21 3> Ar t i f i c i a I Sequence 
<220> 

<223> partial region of fibronectin named 111-10 
<400> 3 

Val Ser Asp Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro 
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15 10 15 

Thr Ser Leu Leu Me Scr Trp Asp Ala Pro Ala Val Thr Val Arg 

20 25 30 

Tyr Tyr Arg lie Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val 

35 40 45 

Gin Glu Phe Thr Val Pro Gly Ser Lys Ser Thr Ala Thr lie Ser 

50 55 60 

Gly Leu Lys Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala Val 

65 70 75 

Thr Gly Arg Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser lie 

80 85 90 

Asn Tyr Arg Thr 



<210> 4 
<211> 84 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named 111-11 
<400> 4 

Gin Met Gin Val Thr Asp Val Gin Asp Asn Ser Me Ser Val Lys 
15 10 15 

Trp Leu Pro Ser Ser Ser Pro Val Thr Gly Tyr Arg Val Thr Thr 
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20 25 30 

Thr Pro Lys Asn Gly Pro Gly Pro Thr Lys Thr Lys Thr Ala Gly 

35 40 45 

Pro Asp Gin Thr Glu Met Thr Me Glu Gly Leu Gin Pro Thr Val 

50 55 60 

Glu Tyr Val Val Ser Val Tyr Ala Gin Asn Pro Ser Gly Glu Ser 

65 70 75 
Gin Pro Leu Val Gin Thr Ala Val Thr 

80 



<210> 5 
<2n> 92 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named 111-12 
<400> 5 

Ala lie Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
15 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 

20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 

35 40 45 
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Lys Glu lie Asn Leu Ala Pro Asp Ser Ser Ser Val Val Vat Ser 

50 55 60 

Giy Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 

65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 

80 85 90 

Leu Glu 



<210> 6 
<211> 89 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named 111-13 

<400> 6 

Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala Thr Glu 
15 10 15 

Thr Thr lie Thr Me Ser Trp Arg Thr Lys Thr Glu Thr lie Thr 

20 25 30 

Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr Pro Me 

35 . 40 45 

Gin Arg Thr lie Lys Pro Asp Val Arg Ser Tyr Thr Me Thr Gly 

50 55 60 
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Leu Gin Pro Gly Thr Asp Tyr Lys Me Tyr Leu Tyr Thr Leu Asn 
65 70 75 

Asp Asn Ala Are Scr Ser Pro Val Val Me Asp Ala Ser Thr 
80 85 



<210> 7 
<2M> 90 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named 111-14 

<400> 7 

Ala Me Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr Pro 
^5 10 15 

Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg Me Thr 

20 25 30 

Gly Tyr lie Me Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg Glu 

35 40 45 

Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr lie Thr 

50 55 60 

Gly Leu Glu Pro Gly Thr Glu Tyr Thr. Me Tyr Val lie Ala Leu 

65 70 75 

Lys Asn Asn Gin Lys Ser Glu Pro Leu Me Gly Arg Lys Lys Thr 
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80 85 90 



<210> 8 
<2n> 25 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> partial region of fibronectin named CS-1 
<400> 8 

Asp Glu Leu Pro Gin Leu Va! Thr Leu Pro His Pro Asn Leu His 
15 10 15 

Gly Pro Glu Me Leu Asp Val Pro Ser Thr 
20 25 



<210> 9 
<211> 274 
<212> PRT 
<213> Human 

<220> 

<223> fibronectin fragment named C-274 
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<400> 9 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser Me Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Gly Me Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 
110 115 120 

lie Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 
155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
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185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser lie Asn Tyr Arg 

260 265 270 

Thr Glu lie Asp 



<210> 10 
<211> 271 
<212> PRT 
<213> Human 

<220> 

<223> fibronectin fragment named H-271 
<400> 10 

Ala Me Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
15 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 
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20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 
35 40 45 

Lys Glu Me Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 
50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 
65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 
80 85 90 

Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala 
95 100 105 

Thr Glu Thr Thr lie Thr Me Ser Trp Arg Thr Lys Thr Glu Thr 
110 115 120 

lie Thr Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr 
125 130 135 

Pro Me Gin Arg Thr Me Lys Pro Asp Val Arg Ser Tyr Thr Me 
140 145 150 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys Me Tyr Leu Tyr Thr 
155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val lie Asp Ala Ser 
170 175 180 

Thr Ala Me Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr 
185 190 195 

Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg Me 
200 205 210 

Thr Gly Tyr Me Me Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg 
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215 220 225 

Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Ala Thr lie 

230 235 240 

Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr lie Tyr Val lie Ala 

245 250 255 

Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu Me Gly Arg Lys Lys 

260 265 270 

Thr 



<2t0> 11 
<211> 296 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named H-296 
<400> 11 

Ala lie Pro Ala Pro Thr Asp Leu Lys Phe Thr Gin Val Thr Pro 
1 5 10 15 

Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn Val Gin Leu Thr 

20 25 30 

Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys Thr Gly Pro Met 

35 40 45 

Lys Glu Me Asn Leu Ala Pro Asp Ser Ser Ser Val Val Val Ser 
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50 55 60 

Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser Val Tyr Ala Leu 
65 70 75 

Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly Val Val Thr Thr 
80 85 90 

Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val Thr Asp Ala 
95 100 105 

Thr Glu Thr Thr Me Thr Me Ser Trp Arg Thr Lys Thr Glu Thr 

MO 115 120 

Me Thr Gly Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin Thr 

125 130 135 

Pro lie Gin Arg Thr Me Lys Pro Asp Val Arg Ser Tyr Thr Me 

140 145 150 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys lie Tyr Leu Tyr Thr 

155 160 165 

Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val Me Asp Ala Ser 

170 175 180 

Thr Ala Me Asp Ala Pro Ser Asn Leu Arg Phe Leu Aia Thr Thr 

185 190 195 

Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg Me 

200 205 210 

Thr Gly Tyr Me Me Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg 

215 220 225 

Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr Glu Aia Thr Me 

230 235 240 

Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr Me Tyr Val Me Ala 
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245 250 255 

Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu lie Gly Arg Lys Lys 

260 265 270 

Thr Asp Glu Leu Pro Gin Leu Val Thr Leu Pro His Pro Asn Leu 

275 280 285 

His Gly Pro Glu Me Leu Asp Val Pro Ser Thr 

290 295 



<210> 12 
<211> 549 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> fibronectin fragment named CH-271 
<400> 12 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 
15 10 IS 

Val Thr Trp Ala Pro Pro Pro Ser Me Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 . 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 
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Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Gly Me Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

MO 115 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser Me Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 . 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 
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Gly Asp Ser Pro Ala Ser Scr Lys Pro lie Ser lie Asn Tyr Arg 

260 265 270 
Thr Glu lie Asp Lys Pro Ser Met Ala lie Pro Ala Pro Thr Asp 

275 280 285 
Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 
Pro Lys Glu Lys Thr Gly Pro Met Lys Glu Me Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 

365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr Me Thr Me 

380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr Me Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro Me Gin Arg Thr lie Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr Me Thr Gly Leu Gin Pro Gly Thr 

425 . 430 435 

Asp Tyr Lys Me Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 
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Ser Pro Val Val Me Asp Ala Ser 
455 

Asn Leu Arg Phe Leu Ala Thr Thr 
470 

Trp Gin Pro Pro Arg Ala Arg lie 
485 

Glu Lys Pro Gly Ser Pro Pro Arg 
500 

Pro Gly Vai Thr Glu Ala Thr Me 
515 

Glu Tyr Thr Me Tyr Val Me Ala 
530 

Glu Pro Leu Me Gly Arg Lys Lys 
545 



PCT/JP2004/012238 

Thr Ala Me Asp Ala Pro Ser 

460 465 

Pro Asn Ser Leu Leu Val Ser 

475 480 

Thr Gly Tyr Me lie Lys Tyr 

490 495 

Glu Val Val Pro Arg Pro Arg 

505 510 

Thr Gly Leu Glu Pro Gly Thr 

520 525 

Leu Lys Asn Asn Gin Lys Ser 

535 540 

Thr 



<210> 13 
<2M> 574 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CH-296 



<400> 13 

Pro Thr Asp Leu Arg Phe Thr Asn Me Gly Pro Asp Thr Met Arg 
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1 5 10 IS 

Val Thr Trp Ala Pro Pro Pro Ser He Asp Leu Thr Asn Phe Leu 
20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 
35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 
50 55 60 

Pro Giy Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 
65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 
80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 
95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr lie Thr Gly Tyr Arg 
110 115 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 
155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 
170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 
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200 205 210 

lie Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr He Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser lie Asn Tyr Arg 

260 265 270 

Thr Glu Me Asp Lys Pro Ser Met Ala Me Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu Me Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 

Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 

365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr Me Thr Me 

380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr Me Thr Gly Phe Gin Val Asp 
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395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro lie Gin Arg Thr lie Lys 
410 415 420 

Pro Asp Val Arg Set Tyr Thr lie Thr Gly Leu Gin Pro Gly Thr 
425 430 435 

Asp Tyr Lys lie Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 
440 445 450 

Ser Pro Val Val lie Asp Ala Ser Thr Ala lie Asp Ala Pro Ser 
455 460 465 

Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser 
470 475 480 

Trp Gin Pro Pro Arg Ala Arg lie Thr Gly Tyr Me lie Lys Tyr 
485 490 495 

Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg 
500 505 510 

Pro Gly Val Thr Glu Ala Thr Me Thr Gly Leu Glu Pro Gly Thr 
515 520 525 

Glu Tyr Thr Me Tyr Val lie Ala Leu Lys Asn Asn Gin Lys Ser 
530 535 540 

Glu Pro Leu Me Gly Arg Lys Lys Thr Asp Glu Leu Pro Gin Leu 
545 550 555 

Val Thr Leu Pro His Pro Asn Leu His Gly Pro Glu Me Leu Asp 
560 565 570 

Val Pro Ser Thr 
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<210> 14 
<211> 302 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> fibronectin fragment named C-CS1 
<400> 14 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Giu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr lie Thr Gly Tyr Arg 
110 115 120 

lie Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

2 1/4 6 



wo 2005/019450 PCT/JP2004/012238 



125 130 135 

Arg Vai Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 

140 145 ISO 

Pro Gly Thr Glu Tyr Val Val Ser lie Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu lie Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser Me Asn Tyr Arg 

260 265 270 

Thr Glu Me Asp Lys Pro Ser Asp Glu Leu Pro Gin Leu Val Thr 

275 280 285 

Leu Pro His Pro Asn Leu His Gly Pro Glu Me Leu Asp Val Pro 

290 295 300 

Ser Thr 
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<210> 15 
<211> 367 
<212> PRT 

<213> Artificial Sequence 



<220> 

<223> fibronectin fragment named CHV-89 



<400> 15 

Pro Thr Asp Leu Arg Phe Tlir Asn lie Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

SO 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr lie Thr Gly Tyr Arg 

110 115 120 

lie Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
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125 . 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Giy Thr Glu Tyr Val Val Ser lie Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

lie Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr lie Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser lie Asn Tyr Arg 

260 265 270 

Thr Glu Me Asp Lys Pro Ser Met Asn Val Ser Pro Pro Arg Arg 

275 280 285 

Ala Arg Val Thr Asp Ala Thr Glu Thr Thr lie Thr Me Ser Trp 

290 295 300 

Arg Thr Lys Thr Glu Thr Me Thr Gly Phe Gin Val Asp Ala Val 

305 310 315 

Pro Ala Asn Gly Gin Thr Pro Me Gin Arg Thr Me Lys Pro Asp 
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320 325 330 

Val Arg Ser Tyr Thr lie Thr Gly Leu Gin Pro Gly Thr Asp Tyr 

335 340 345 

Lys lie Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro 

350 355 360 

Val Val Me Asp Ala Ser Thr 

365 



<210> 16 
<2n> 368 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragnent named CHV-90 
<400> 16 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 
1 5 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Giu Asp Val Ala Glu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 
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Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr lie Thr Gly Tyr Arg 

110 115 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser Me Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glii Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 
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Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser lie Asn Tyr Arg 

260 265 270 

Thr Glu Me Asp Lys Pro Ser Met Ala lie Asp Ala Pro Ser Asn 

275 280 285 

Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp 

290 295 300 

Gin Pro Pro Arg Ala Arg lie Thr Gly Tyr lie lie Lys Tyr Glu 

305 310 315 

Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro 

320 325 330 

Gly Val Thr Glu Ala Thr He Thr Gly Leu Glu Pro Gly Thr Glu 

335 340 345 

Tyr Thr lie Tyr Val lie Ala Leu Lys Asn Asn Gin Lys Ser Glu 

350 355 360 

Pro Leu He Gly Arg Lys Lys Thr 

365 



<210> 17 
<211> 370 
<212> PRT 

<213> Art! f icial Sequence 
<220> 

<223> fibronectin fragment named CHV-92 
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<400> 17 

Pro Thr Asp Leu Arg Phe Thr Asn Me Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Clu Leu 

35 40 45 

Ser Me Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly Me Asp Phe Ser Asp Me Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 115 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 
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185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

lie Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr lie Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser Me Asn Tyr Arg 

260 265 270 

Thr Glu Me Asp Lys Pro Ser Met Ala Me Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 295 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu Me Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 

350 355 360 
Pro Ala Gin Gly Val Val Thr Thr Leu Glu 

365 370 
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<210> 18 
<211> 457 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CHV-179 
<400> 18 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser Me Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Giu Asp Val Ala Glu Leu 

35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp Me Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 

110 115 120 
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Me Arg His His Pro GIu His Phe Ser Gly Arg Pro Arg Glu Asp 

125 130 135 

Arg Val Pro His Ser Arg Asn Ser lie Thr Leu Thr Asn Leu Thr 

140 145 150 

Pro Gly Thr Glu Tyr Val Val Ser lie Val Ala Leu Asn Gly Arg 

155 160 165 

Glu Glu Ser Pro Leu Leu Me Gly Gin Gtn Ser Thr Val Ser Asp 

170 175 180 

Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 

Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro lie Ser Me Asn Tyr Arg 

260 265 270 

Thr Glu Me Asp Lys Pro Ser Met Asn Val Ser Pro Pro Arg Arg 

275 280 285 

Ala Arg Val Thr Asp Ala Thr Glu Thr Thr Me Thr Me Ser Trp 

290 . 295 300 

Arg Thr Lys Thr Glu Thr Me Thr Gly Phe Gin Val Asp Ala Val 

305 310 315 
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Pro Ala Asn Gly Gin Thr Pro lie Gin Arg Thr lie Lys Pro Asp 

320 325 330 

Val Arg Ser Tyr Thr lie Thr Gly Leu Gin Pro Gly Thr Asp Tyr 

335 340 345 

Lys lie Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro 

350 355 360 

Val Val lie Asp Ala Ser Thr Ala lie Asp Ala Pro Ser Asn Leu 

365 370 375 

Arg Phe Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin 

380 385 390 

Pro Pro Arg Ala Arg Me Thr Gly Tyr Me Me Lys Tyr Glu Lys 

395 400 405 

Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly 

410 415 420 

Val Thr Glu Ala Thr Me Thr Gly Leu Glu Pro Gly Thr Glu Tyr 

425 430 435 

Thr Me Tyr Val Me Ala Leu Lys Asn Asn Gin Lys Ser Glu Pro 

440 445 450 
Leu Me Gly Arg Lys Lys Thr 

455 



<210> 19 
<211> 459 
<212> PRT 

<213> Artificial Sequence 
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<220> 

<223> fibronectin fragment named CHV-181 



<400> 19 

Pro Thr Asp Leu Arg Phe Thr Asn lie Gly Pro Asp Thr Met Arg 
15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu 

20 25 30 

Val Arg Tyr Ser Pro Val Lys Asn Glu Glu Asp Val Ala Glu Leu 

35 40 45 

Ser lie Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu 

50 55 60 

Pro Gly Thr Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin 

65 70 75 

His Glu Ser Thr Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp 

80 85 90 

Ser Pro Thr Gly lie Asp Phe Ser Asp lie Thr Ala Asn Ser Phe 

95 100 105 

Thr Val His Trp lie Ala Pro Arg Ala Thr Me Thr Gly Tyr Arg 
110 115 120 

Me Arg His His Pro Glu His Phe Ser Gly Arg Pro Arg Glu Asp 
125 130 135 

Arg Val Pro His Ser Arg Asn Ser Me Thr Leu Thr Asn Leu Thr 
140 145 150 

Pro Gly Thr Gfu Tyr Val Val Ser Me Val Ala Leu Asn Gly Arg 
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155 160 165 
Glu Glu Ser Pro Leu Leu Me Gly Gin Gin Ser Thr Val Ser Asp 

170 175 180 
Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr Pro Thr Ser Leu 

185 190 195 

Leu lie Ser Trp Asp Ala Pro Ala Val Thr Val Arg Tyr Tyr Arg 

200 205 210 
lie Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin Glu Phe 

215 220 225 

Thr Val Pro Gly Ser Lys Ser Thr Ala Thr lie Ser Gly Leu Lys 

230 235 240 

Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser lie Asn Tyr Arg 

260 265 270 

Thr Glu Me Asp Lys Pro Ser Met Ala Me Pro Ala Pro Thr Asp 

275 280 285 

Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

290 235 300 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr 

305 310 315 

Pro Lys Glu Lys Thr Gly Pro Met Lys Glu Me Asn Leu Ala Pro 

320 325 330 

Asp Ser Ser Ser Val Val Val Ser Gly. Leu Met Val Ala Thr Lys 

335 340 345 

Tyr Glu Val Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg 
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350 355 360 
Pro Ala Gin Gly Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro 

365 370 375 

Arg Arg Ala Arg Val Thr Asp Ala Thr Glu Thr Thr Me Thr lie 

380 385 390 

Ser Trp Arg Thr Lys Thr Glu Thr lie Thr Gly Phe Gin Val Asp 

395 400 405 

Ala Val Pro Ala Asn Gly Gin Thr Pro Me Gin Arg Thr Me Lys 

410 415 420 

Pro Asp Val Arg Ser Tyr Thr lie Thr Gly Leu Gin Pro Gly Thr 

425 430 435 

Asp Tyr Lys lie Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser 

440 445 450 

Ser Pro Val Val Me Asp Ala Ser Thr 

455 



<210> 20 
<211> 276 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named HT275-Cys 
<400> 20 
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Met Ala Ala Ser Ala lie Pro Ala Pro Thr Asp Leu Lys Phe Thr 
15 10 15 

Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp Thr Pro Pro Asn 
20 25 30 

Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr Pro Lys Glu Lys 
35 40 45 

Thr Gly Pro Met Lys Glu lie Asn Leu Ala Pro Asp Ser Ser Ser 
50 55 60 

Val Val Val Ser Gly Leu Met Val Ala Thr Lys Tyr Glu Val Ser 
65 70 75 

Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly 
80 85 90 

Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg 
95 100 105 

Val Thr Asp Ala Thr Glu Thr Thr lie Thr Me Ser Trp Arg Thr 
110 115 120 

Lys Thr Glu Thr Me Thr Gly Phe Gin Val Asp Ala Val Pro Ala 
125 130 135 

Asn Gly Gin Thr Pro Me Gin Arg Thr Me Lys Pro Asp Val Arg 
140 145 150 

Ser Tyr Thr Me Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys lie 
155 160 165 

Tyr Leu Tyr Thr Leu Asn Asp Asn Ala Arg Ser Ser Pro Val Val 
170 175 180 

Me Asp Ala Ser Thr Ala Me Asp Ala Pro Ser Asn Leu Arg Phe 
185 190 195 
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Leu Ala Thr Thr Pro Asn Ser Leu Leu Val Ser Trp Gin Pro Pro 

200 205 210 

Arg Ala Arg lie Thr Gly Tyr lie lie Lys Tyr Glu Lys Pro Gly 

215 220 225 

Ser Pro Pro Arg Glu Val Val Pro Arg Pro Arg Pro Gly Val Thr 

230 235 240 

Glu Ala Thr lie Thr Gly Leu Glu Pro Gly Thr Glu Tyr Thr lie 

245 250 255 

Tyr Val Me Ala Leu Lys Asn Asn Gin Lys Ser Glu Pro Leu lie 

260 265 270 
Gly Arg Lys Lys Thr Cys 

275 



<210> 21 
<211> 38 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> primer 12S 
<400> 21 

aaaccatggc agctagcgct attcctgcac caactgac 38 
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<210> 22 
<211> 36 
<212> DNA 

<213> Artificial Sequence 



<220> 

<223> primer HA 
<400> 22 

aaaggatccc taactagtct ttttccttcc aatcag 36 



<210> 23 
<211> 40 
<2t2> DNA 

<213> Artificial Sequence 
<220> 

<223> primer Cys-A 
<400> 23 

aaaagcggcc gctagcgcaa gccatggtct gtttcctgtg 40 



<210> 24 
<211> 41 
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<212> DNA 

<213> Artificial Sequence 

<220> 

<223> primer Cys-S 
<400> 24 

aaaagcggcc gcactagtgc atagggatcc ggctgagcaa c 41 

<210> 25 
<2n> 658 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> fibronectin fragment named CH-296Na 
<400> 25 

Met Pro Thr Asp Leu Arg Plie Thr Asn Me Gly Pro Asp Thr Met Arg 

15 10 15 

Val Thr Trp Ala Pro Pro Pro Ser lie Asp Leu Thr Asn Phe Leu Val 

20 25 30 

Arg Tyr Ser Pro Val Lys Asn Glu Glu. Asp Val Ala Glu Leu Ser lie 

35 40 45 

Ser Pro Ser Asp Asn Ala Val Val Leu Thr Asn Leu Leu Pro Gly Thr 

3 9/46 



■1* 



wo 2005/019450 PCT/JP2004/012238 

50 55 60 

Glu Tyr Val Val Ser Val Ser Ser Val Tyr Glu Gin His Glu Ser Thr 
65 70 75 80 

Pro Leu Arg Gly Arg Gin Lys Thr Gly Leu Asp Ser Pro Thr Giy lie 

85 90 95 

Asp Phe Ser Asp Me Thr Ala Asn Ser Phe Thr Val His Trp lie Ala 

100 105 110 

Pro Arg Ala Thr Me Thr Gly Tyr Arg lie Arg His His Pro Glu His 

115 120 125 

Phe Ser Gly Arg Pro Arg Glu Asp Arg Val Pro His Set Arg Asn Ser 

130 135 140 

lie Thr Leu Thr Asn Leu Thr Pro Gly Thr Glu Tyr Val Val Ser Me 
145 150 155 160 

Val Ala Leu Asn Gly Arg Glu Glu Ser Pro Leu Leu Me Gly Gin Gin 

165 170 175 

Ser Thr Val Ser Asp Val Pro Arg Asp Leu Glu Val Val Ala Ala Thr 

180 185 190 

Pro Thr Ser Leu Leu Me Ser Trp Asp Ala Pro Ala Val Thr Val Arg 

195 200 205 

Tyr Tyr Arg Me Thr Tyr Gly Glu Thr Gly Gly Asn Ser Pro Val Gin 

210 215 220 

Glu Phe Thr Val Pro Gly Ser Lys Ser Thr Ala Thr Me Ser Gly Leu 
225 230 235 240 

Lys Pro Gly Val Asp Tyr Thr Me Thr Val Tyr Ala Val Thr Gly Arg 

245 250 255 

Gly Asp Ser Pro Ala Ser Ser Lys Pro Me Ser Me Asn Tyr Arg Thr 
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260 265 270 

Glu lie Asp Lys Pro Ser Gin Met Gin Vai Thr Asp Val Gin Asp Asn 

275 280 285 

Ser Me Ser Val Lys Trp Leu Pro Ser Ser Ser Pro Val Thr Gly Tyr 

290 295 300 

Arg Val Thr Thr Thr Pro Lys Asn Gly Pro Gly Pro Thr Lys Thr Lys 
305 310 315 320 

Thr Ala Gly Pro Asp Gin Thr Glu Met Thr lie Glu Gly Leu Gin Pro 

325 330 335 

Thr Val Glu Tyr Val Val Ser Val Tyr Ala Gin Asn Pro Ser Gly Glu 

340 345 350 

Ser Gin Pro Leu Val Gin Thr Ala Val Thr Ala lie Pro Ala Pro Thr 

355 360 365 

Asp Leu Lys Phe Thr Gin Val Thr Pro Thr Ser Leu Ser Ala Gin Trp 

370 375 380 

Thr Pro Pro Asn Val Gin Leu Thr Gly Tyr Arg Val Arg Val Thr Pro 
385 390 395 400 

Lys Glu Lys Thr Gly Pro Met Lys Glu lie Asn Leu Ala Pro Asp Ser 

405 410 415 

Ser Ser Val Val Val Ser Gly Leu Met Vai Ala Thr Lys Tyr Glu Val 

420 425 430 

Ser Val Tyr Ala Leu Lys Asp Thr Leu Thr Ser Arg Pro Ala Gin Gly 

435 440 445 

Val Val Thr Thr Leu Glu Asn Val Ser Pro Pro Arg Arg Ala Arg Val 

450 455 460 

Thr Asp Ala Thr Glu Thr Thr lie Thr Me Ser Trp Arg Thr Lys Thr 
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465 470 475 480 

Glu Thr ile Thr Giy Phe Gin Val Asp Ala Val Pro Ala Asn Gly Gin 

485 490 495 

Thr Pro Me Gin Arg Thr lie Lys Pro Asp Val Arg Ser Tyr Thr Ile 

500 505 510 

Thr Gly Leu Gin Pro Gly Thr Asp Tyr Lys Ile Tyr Leu Tyr Thr Leu 

515 520 525 

Asn Asp Asn Ala Arg Ser Ser Pro Val Val lie Asp Ala Ser Thr Ala 

530 535 540 

Ile Asp Ala Pro Ser Asn Leu Arg Phe Leu Ala Thr Thr Pro Asn Ser 
545 550 555 560 

Leu Leu Val Ser Trp Gin Pro Pro Arg Ala Arg Ile Thr Gly Tyr lie 

565 570 575 

Ile Lys Tyr Glu Lys Pro Gly Ser Pro Pro Arg Glu Val Val Pro Arg 

580 585 590 

Pro Arg Pro Gly Val Thr Glu Ala Thr lie Thr Gly Leu Glu Pro Gly 

595 600 605 

Thr Glu Tyr Thr Me Tyr Val lie Ala Leu Lys Asn Asn Gin Lys Ser 

610 615 620 

Glu Pro Leu Ile Gly Arg Lys Lys Thr Asp Glu Leu Pro Gin Leu Val 
625 630 635 640 

Thr Leu Pro His Pro Asn Leu His Gly Pro Glu Ile Leu Asp Val Pro 
645 650 655 

Ser Thr 
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<210> 26 
<211> 1989 
<212> DMA 

<213> Artificial Sequence 
<220> 

<223> polynuieotide coding CH-296Na 



<400> 26 



ca t a t gccca 


c t ga c c t gcg 


at tcaccaac 


a 1 1 PC t c cac 


acacca tgcg 


tgtcacc tgg 


D U 


gc tccacccc 


catccat tga 


1 1 taaccaac 


t tcctggtgc 


gt tac tcgcc 


tgtgaaaaat 


120 


gaggaaga tg 


t tgcagagtt 


gtcaat ttct 


cc ttcagaca 


atgcagtggt cttaacaaat 


180 


ctcc tgcctg 


gtacagaata 


tgtagtgagt 


gtc tccagtg 


tctacgaaca 


acatgagagc 


240 


acacc tc t ta 


gaggaagaca 


gaaaacaggt 


ct tgat tccc 


caac tggcat 


tgacttttct 


300 


gatat tactg 


ccaac tc ttt 


tac tgtgcac 


tgga ttgctc 


c tcgagccac 


catcac tggc 


360 


tacaggatcc 


gccatca tec 


cgagcac t tc 


agtgggagac 


ctcgagaaga 


tcgggtgccc 


420 


cac t c tcgga 


at tccatcac 


cc tcaccaac 


ctcactccag 


gcacagagta 


tgtggt cage 


480 


atcgt tgctc 


t taatggcag 


agaggaaagt 


ccct tattga 


t tggccaaca 


atcaacagt t 


540 


tc tgatgt tc 


cgagggacct 


ggaagttgt t 


gc tgcgaccc 


ccaccagcct 


actgatcagc 


600 


tgggatgctc 


c tgctgtcac 


agtgagatat 


tacaggatca 


ct tacggaga 


aacaggagga 


660 


aa tagccctg 


tccaggagt t 


cac tgtgcc t 


gggagcaagt 


ctacagc tac 


catcagcggc 


720 


ct taaacctg 


gagt tgat ta 


tacca tcact 


gtgtatgc tg 


tcactggccg 


tggagacagc 


780 


cccgcaagca 


gcaagccaat 


t tcca t taa t 


taccgaacag 


aaa t tgacaa 


accatcccag 


840 


atgcaagtga 


ccgatgt tea 


ggacaacagc 


a t tagtgt ca 


agtggc tgcc 


t tcaag 1 1 cc 


900 


cctgt tactg 


gt tacagagt 


aaccaccac t 


cccaaaaa tg 


gaccaggacc 


aacaaaaac t 


960 
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aaaac tgcag 


gtccaga tea 


aacagaaa tg 


ac tat tgaag 


get tgcagcc 


cacagtggag 


1020 


tatgtggt ta 


gtgtctatgc 


tcagaatcca 


agcggagaga 


gtcagcctc t 


gg 1 1 cagac t 


1080 


gcagtaaccg 


c tattcctgc 


accaac tgac 


ctgaagt tea 


c tcaggtcac 


acceacaagc 


1 140 


c tgagcgccc 


agtggacacc 


acccaatgt t 


cagctcac tg 


ga tatcgagt 


gcgggtgaec 


1200 


cccaaggaga 


agaccggacc 


aa tgaaagaa 


a tcaacc t tg 


c tcctgacag 


e t ca tccgtg 


1260 


gt tgtatcag 


gac ttatggt 


ggccaccaaa 


ta tgaagtga 


gt gt c ta tgc 


t c 1 1 aaei^ac 


1 320 


act ttgacaa 


gcagaccagc 


tcagggtgt t 


gtcaccac t c 


tggagaa t g t 


ca£cccacca 


1 380 


agaagggc tc 


gtgtgacaga 


tgctac tgag 


accaccat ca 


cca 1 1 age t g 


Easaaccaacr 


1 440 


actgagacga 


tcactggct t 


ccaagt tgat 


gccgt tccag 


ceaa tggeca 


sac t c caa t c 


1 500 


cagagaacca 


tcaagccaga 


tgtcagaagc 


tacacca t ta 


eagg 1 1 1 aea 


ac casRcac t 


1 560 


gactacaaga 


tctacc tgta 


cacc t tgaat 


gacaatgctc 


ggagc tceee 


tgtggt ca t e 


1620 


gacgcc tcca 


ctgccat tga 


tgcaccatcc 


aacc tgcgt t 


t ce t ggc cac 


cacacccaa t 


1 680 


tcct tgctgg 


ta tea tggca 


gccgccacgt 


gccaeea t ta 


c cc£fc t aca t 




1 1 H w 




GS iClCClCC 


cagagaagtg 


gtccc tcggc 


ceegccc tgg 


tgt cacagag 


1800 


gc tac tat ta 


ctggcctgga 


accgggaacc 


gaatatacaa 


tttatgteat 


tgcec tgaag 


1860 


aa taatcaga 


agagcgagcc 


cctgat tgga 


aggaaaaaga 


cagacgagc t 


tccccaac tg 


1920 


gtaaccc t tc 


cacaccccaa 


tc t tcatgga 


ccagagatct 


tgga tgt tec 


t tccacataa 


1980 


tagaagc 1 1 












1989 



<210> 27 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 
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<223> Primer CH-296Na1 
<400> 27 

atcatatgcc cactgacctg eg 22 

<210> 28 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer CH-296Na2 
<400> 28 

ataagcttct attatgtgga agg 23 

<210> 29 
<211> 22 
<212> DNA 

<213> Ar t i f i c i al Sequence 
<220> 

<223> Primer CH-296Na3 
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<400> 29 

accatcactg gctacaggat cc 22 



2. 

V ? 
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